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^ (34) Title: SELF-EMULSIFYING FORMULATIONS OF CHOLESTERYL ESTER TRANSFER PROTEIN INHIBITORS 

o 

(57) Abstract: CETP Inhibitors have improved solubility and bioavailability in a lipophilic vehicle comprising a digestible oil, a 
Q lipophilic solvent, or a surfactant. Preferred such compositions are self-emulsifying or self-microemulsifying. and comprise I. a 

CETP inhibitor, 2. a cbsolvent; 3. a surfactant having an HLB of I to 8; 4. a surfactant having ah HLB of over 8 to 20; and 5. 
^ optionally, a digestible oil. 
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5 Self^emulsifvinq Formulations of Cholestervl Ester 

Transfer Protein Inhibitors 

Field Of The Invention 

This invention relates to encapsulated formulations of cholesterol ester transfer 
1 0 protein (CETP) inhibitors for use in mammals, especially humans, which for mulatfons 
provide increased concentrations of CETP inhibitors for absorption, hence higher 
bioavailability. 

Background of the Invention 

1 5 CETP inhibitors, as a dass, are characterized by high binding activity. Such 

CETP inhibitors are generally hydrophobic, however, with the consequence that they 
have extremely low aqueous solubility and have low oral bioavailability. Such 
compounds have generally proven to be difficult to formulate for oral administration 
such that high bioavailabilities are achieved. 

20 Atherosclerosis and its associated coronary artery disease (CAD) is the 

leading cause of death In the industrialized world. Despite attempts to modify 
secondary risk factors (smoking, obesity, lack of exercise) and treatment of 
dyslipidemia with dietary modification and drug therapy, coronary heart disease 
(CHD) remains the most common cause of death in the U.S., where cardiovascular 

25 disease accounts for 44% of all deaths, with 53% of these associated with 
atherosclerotic coronary heart disease. 

Risk for development of this condition has been shown to be strongly 
correlated with certain plasma lipid levels. While elevated LDL-cholesterol may be 
the most recognized form of dyslipidemia, it is by no means the only significant lipid- 

30 associated contributor to CHD. Low HDL-cholesterol is also a known risk factor for 
CHD (Gordon. D.J., et al..: "High-density Lipoprotein Cholesterol and Carxiiovascular 
Disease", Circulation. (1989). 79: 8-15). 

High LDL-cholesterol and triglyceride levels are positively correlated, while 
high levels of HDL-cholesterol are negatively correlated, with the risk for developing 

35 cardiovascular diseases. Thus, dyslipidemia is not a unitary risk profile for CHD but 
may be comprised of one or more lipid aberrations. 
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Among the many factors controlling plasma levels of these disease 
dependent principles, cholesteryl ester transfer protein (CETP) activity affects all 
three. The role of this 70.000 dalton plasma glycoprotein found in a nuriiber of 
animal species, including humans, is to transfer cholesteryl ester and triglyceride 
5 t)etween lipoprotein particles, including high density lipoproteins (HDL), low density 
lipoproteins (LDL), very low density lipoproteins (VLDL), and chylomicrons: The net 
result of CETP activity is a lowering of HDL cholesterol and an Increase In LDL 
cholesterol. This effect on lipoprotein profile is believed to be prx>atherogenlc, 
especially in subjects whose lipid profile constitutes an increased risk for CHD. 

10 No wholly satisfactory HDL-elevatIng therapies exist. Niacin can significantly 

increase HDL. but has serious toleration issues that reduce compliance. Fibrates 
and the HMG CoA reductase inhibitors raise HDL-K:holesterol only modestly (-10- 
12%). As a result, there is a significant unmet medical need for a well-tolerated 
agent that can significantly elevate plasma HDL levels, thereby reversing or slowing 

15 the progression of atherosclerosis. 

CETP Inhibitors have been developed that inhibit CETP activity, and thus, if 
present in the blood, should result In higher HDL cholesterol levels and lower LDL 
cholesterol levels. To be effective, such CETP inhibitors must be absortjed Into the 
blood. Oral dosing of CETP inhibitors is prefenred because to be effective such CETP 

20 inhibitors must be taken on a regular basis, such as daily. Accordingly, ft is prefen-ed 
that patients be able to take CETP inhibitors by oral dosing rather than by Injection. 

However, it has proven to be difficuK to fomiulate CETP inhibitors for oral 
administration such that therapeutic blood levels are achieved. CETP inhibitors, in 
general, possess a number of characteristics that render them pooriy bioavallable 

25 when dosed orally in a conventional manner. CETP inhibitors tend to be quite 
hydrophobic and extremely water insoluble, with solubility in aqueous solution of 
usually less than about 10 ^g/ml and typically less than 1 jig/ml. Often the aqueous 
solubility of CETP inhibitors is less than 0.1 ng/ml. Indeed, the solubility of some 
CETP inhibitors is so low that it is in fact difficult to measure. Accordingly, when 

30 CETP inhibitors are dosed orally, concentrations of CETP inhibitor In the aqueous 
environment of the gastrointestinal tract tend to be extremely low, resulting in poor 
absorption from the Gl tract to blood. The hydrophobicity of CETP inhibitors not only 
leads to low equilibrium aqueous solubility but also tends to make the drugs poorly 
wetting and slow to dissolve, further reducing their tendency to dissolve and be 
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absorbed from the gastrointestinal tract This combination of characteristics lias 
resulted in the bioavailability for orally dosed conventional crystalline or amorphous 
fonns of CETP inhibitors generally to be quite low. often having absolute 
bioavailabilities of less than 1%. 

5 Various attempts have been made to Improve the aqueous concentration of 

CETP inhibitors, but generally have met with limited success. Conventional methods 
of fomiulation do not provide sufficient solubilities and thus poor oral bioavailabilities 
have been obtained. PreKlissolving CETP Inhibitors In hydrophilic solvents such as 
acetone or PEG followed by delivery as a solution have failed due to inadequate: 
10 solubility In the solvent or precipitation upon dilution into the aqueous medium . 
Suspensions of crystalline drug do not provide sufficient concentrations of drug in 
solution due to very low aqueous solubilities and therefore yield inadequate blood 
levels. 

One approach that has been disclosed to fonnulate CETP inhibitors is the 
15 formation of CETP solutions in Rpids. Solutions in medium chain triglycerides have 
been of value either as oral solutions or encapsulated In softgels. However, the 
solubllily (65. mg/mL or less) for some of the most potent and useful CETP inhibitors 
known to the inventors has limited the dose to 30 mg in a reasonable sized softgel. 
The efficacious dose is expected to be several multiples of this and therefore may 
20 require adn*iistratlon of more than 2 softgels p«- day. 

It has also been found that it is necessary to administer triglyceride solutfons 
with food in ortJer to achieve efficacious blood levels of CETP inhibitors. Food effeds 
of 20^0x have been observed in man for some CETP inhibitors, with considerable 
variabinty between patients. The food effect is the ratio of plasma AUC values 

25 measured for administration of drug with a meal vs. administration in the fasted state. 
In addition, there is minimal CETP inhibition in the absence of Ibod due to low fasted 
plasma exposure. As a result, labeling would need to indicate administration with 
food. This strong dependence of exposure on food could compromise the 
effectiveness of this medication In the treatment of atherosclerosis if there is a lack of 

30 compliance with labeling instaictions. 

Therefore, there remains a need to develop oral fomiulations of CETP 
Inhibitors that would reduce the food effect substantially, primarily by improving fasted 
exposure, thereby minimizing patient-to-patient variability in clinical outcome. An 
increase In the dose per capsule would also be a desirable improvement 
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Lack of mixing between oil formulations and the aqueous environment of the 
Gl tract is known to lead to variable gastric emptying and thus variable absorption, 
A frequent means of increasing fasted bioavailability of hydrophobic drugs is to use 
a surfactant or combination of surfactants to produce an emulsion, which. If of 
5 sufficiently small particle size can lead to enhanced absorption of the drug. Lipid 
solutions containing surfactants that spontaneously fonn emulsions when mixed with 
an aqueous medium are refen-ed to in the literature as self-emulsifying dmg delivery 
systems (SEDDS) ( S, Channan. et al., Phanm Res., vol. 9, 87 (1992)). They are 
isotropic mixtures of oil. typically medium chain triglycerides, and non-ionic emulsifier 

10 that yield fine emulsions when gently mixed with aqueous fluid, such as in the 

stomach and intestine, and have the appropriate polarity for fast drug release (C. W. 
Pouton, Adv. Drug Deliv. Rev. vol. 25. 47 (1997); P.P. Constantinides, Phami. Res., 
vol. 12, 1561 (1995); A. Humberstone and W. Channan, Adv. Dmg Del. Rev., vol 25, 
103 (1997)). Eariy SEDDS were defined as forming an emulsion with particle size 

15 below 5 microns (S. Chamian, eL^ al., Pharm Res., vol. 9, 87 (1992)) and utilized 
MIGLYOL® and a single surfactant. Tagat TO. which has an HLB (hydrophilio- 
lipophllic balance) of 10, to fonm a emulsion with a droplet size of 3 microns. Tagat 
is not available for human use as are other excipients with the appropriate 
properties. 

20 Much of the effort in both the open and patent literature has been invested In 

fonmulations of cyclosporin. A fonmulation of cyclosporin that was found to increase 
bioavailability by in situ generation of an emulsion utilized long chain triglyceride, a 
polyglycolyzed glyceride, and ethanol and was niari(eted as Sandimmune® 
(Cavanak (Sandoz)). See US 4,388,307 (1983). This had the disadvantage of 

25 considerable variability in oral bioavailability and PK profile. Subsequently, a self- 
microemulsifying system was developed (Meinzer, (Sandoz) WO 93/20833; RItschel, 
Clin. Transplant, vol. 10. 364 (1996)) using polyethoxylated hydrogenated castor oil 
(Cremophor® RH40), com oil mono-, di- and triglycerides, propylene glycol and 
ethanol. This softgel fonmulation. mari<eted as Neoral®, reduced variability In 

30 exposure and also reduced the moderate food effect (Mueller. Pharm . Res. voM 1, 
151 (1994)). 

Lipophilic solvents have been used in place of ethanol or propylene glycol 
which will not migrate to the shell and affect shell integrity and/or volatilize and thus 
impact on Uie concentration in the fill and on solubility. Triacetin has been used as a 
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lipophilic cosolvent for cyclosporin microemulsion preconcentrates with a long chain 
triglyceride and high HLB surfactant (Hong (Chong Kun Dang Corp.) WO 
99/000002). It has also been used alone and in a mixture with prapylene glycol 
dicapiylate/dicaprate and a high HLB surtactant for ketoprofen and related anti- 
inflammatory adds (Shelley and Wei (ScherBr) WO 95/31979A). 

US 5.993.858 discloses the use of an oil. high HLB surfactant, cosuri'actant 
and triacetin as cosolvent for self^mulsifyfng formulations of hydrophobic dmgs 
Propylene carbonate has also been used as a lipophilic solvent for cyclosporin self- 
emulsifying systems (Woo (Novartis) . 

WO 97/48410 and US 5.958.876 (1999)). Use of ethyl lactate as a cosolvent 
for cyclosporin fomiulations. including clinical evaluation, has also been reported 
(WO 00/40219). *^ 

Summary Of The Invenfinn 

This Invention provides phannaceutical compositions that are liquid solutions 
suspensions, and (oiUn-water) emulsions of CETP inhibitor, said solutions being 
orally administrable. The solutions or dispersions may be administered, for example 

asfilllnencapsulateddosagefomissuchashanlorsoftgelatincapsutes The CETP 
inhibitors can be dissolved or dispensed in a variety of lipophilic vehicles, as further 
described and discussed below, such as digestible oils, solvents and surfactants 
including mixtures of any two or more of the aforementioned vehicles. 

Reference to a compositional component such as a "digestible oil" to a 
-surfactanr and so forth, shall be understood as Including mixtures of such 
components such as mixtures of digestible ofls and surfactants. 

In a first embodiment, the CETP inhibitor is dissolved or dispereed In a 
digestible oil such as a medium chain triglyceride o» or a mixture of digestible oils 
In a second embodiment, the CETP Inhibitor is dissolved or dispersed in a 
digestible oil with one or more high HLB surfactants. The aforementioned solution or 
dispersion containing a high HLB surfactant or surfactant mixture may optionally 
30 contain one or more low HLB surfactants. 

In a third embodiment, tiie CETP inhibitor is dissolved in a phamiaceutically . 
acceptable lipophilic solvent optionally containing a digestible oil or digestible oil 
mixture. The CETP inhibitor solvent solution or dispersion or solvent/digestible on 
solution or dispersion may optionally contain one or more high HLB suriactants and/or 
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one or more low HLB surfactants. 

The presence of one or more surfactants can, upon contacting the 
phanrnaceutical composition with water, yield an emulsion that is either preformed by 
mixing with an aqueous phase or that is generated in vivo by contacting the aqueous 
5 fluids of the gastrointestinal tract. Fomiation of an emulsion can improve fasted 
bioavailability and thus reduce the food effect in man (i.e., the effect of food upon 
absorption and/or bioavailability of a drug). It can also allow the pi! to be consumed as 
a beverage in addition to being administered in capsules. Use of surfactants to 
provide an emulsion can also be of value for increasing exposures in toxicology 

1 0 species. Combination of a digestible oil with a cosolvent can have the advantage of 
higher solubility and thus a higher dose in a given volume of fonnulation than is 
obtainable with the digestible oil alone. It is advantageous for bioavailability to have 
the entire dose dissolved. The presence of a third component in any of the above 
embodiments may also improve miscibility between the first two components. 

15 Thus, In a first embodiment, the invention provides an orally administrable 
pharmaceutical composition comprising a CETP inhibitor and a lipophilic vehicle 
selected from a digestible oil, a lipophilic solvent (also refen^d to herein as a 
"•cosolvenf , whether or not another solvent is in fact present), a lipophific surfactant, 
and mbctures of any two or more thereof. Prefenred embodiments include a CETP 

20 Inhibitor and: (1 ) the combination of a phanmaceutically acceptable digestible oil and a 
surfectaht; (2) the combination of a phamiaceutically acceptable digestible oil and a 
lipophilic solvent which is misdble therevwth; and (3) the combination of a 
pharmaceutically acceptable digestible oil, a lipophilic solvent, and a surfactant 
In a particularly preferred embodiment, the invention provides a composition of 

25 matter for increasing the oral bioavailability of a CETP. inhibitor. The composition 
comprises: 

1. a CETP inhibiton 

2. a cosolvent; 

3. a surfactant having an HLB of from 1 to not more than 8; 
30 4. a surfactant having an HLB of over 8 up to 20; and 

5. optionally, a digestible oil. 
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In such formulations, all of the exdpients are pharmaceutically 
acceptable. The alwve composition is sometimes refened to herein as a "pre- 
concentrate", in reference to its fundion of fomiing a stable elmulsion when gently 
5 mixed with vrater or other aqueous medium, usually gastronfitestinsilflu^^^^ It is also 
referred to herein as a "fill", referring to its utility as a fill for a softgel capsule. 

Reference herein is frequently made to a softgel as a preferred dosage form 
for use with this invention, "soflger being an abbreviation for soft gelatin capsules. It is 
understood that when reference is made to the tenn "sof^ef alone, it shafl be 
10 understood that the Invention applies equally to all types of gelatin and non-gelatin 
capsules, regardless of hardness, softness, and so forth. 

A cosolvent means a solvent in which the CETP inhibitor of interest is highly 
soluble, having, for any given CETP inhibitor, a solubility of at least 150 mg/mL 
As noted above, and as discussed further below, a digestible oil can fomi a part 
15 of the pre-concentnate. If no other component of the pre-concentrate is capable of 
functioning as an emulsifiable oily phase, a digestible oil can be included as the oil 
which acts as a solvent for the CETP inhibitor and which disperses to form ttie 
(emulsifiable) oil droplet phase once the pre-concentrate has been added to water. 
Some surfactants can serve a dual function, however, i.e., that of acting as a 
20 surfactant and also as a solvent and an oily vehicle for fomiing an oiHn-water 

emulsion. In the event such a surfadant is employed, and. depending on the amount 
used, a digestible oil may be required in less of an amount, or not required at all. 
The pre-concentrate can be self-emulsHying or self-mloBemulslfying. 
The temi "self^ulsifying" refers to a formulation wWch. when diluted by a 
25 fiaclor of at least 1 00 by water or olher aqueous medium and genfly mixed, yields an 
opaque, steble oil/water emulsion with a mean droplet diameter less than about 5 
microns, but greater than 100 nm, and which is generally polydisfierse. Such an 
emulsion is steble for at least several (ue., for at least 6) hours, meaning there is no 
visibly detectable phase separation and that there is no visibly detectable 
30 crystallization of CETP inhibitor. 

The tenn "self-microemulsilying" refers to a pr^concentrate which, upon at 
least 100 X dilution with an aqueous medium and gentle mixing, yields a non-opaque, 
stable oil/water emulsion with an average droplet size of about 1 micron or less, said 
average particle size preferably being less than 100 nm. The particle size is primarily 
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unimodal. Most preferably the emulsion is transparent and has a unimodal particle 
size distribution with a mean diameter less than 50 nm as detenriined, for example, by 
dynamic light scattering. The microemulsion is thermodynamically stable and vwthout 
. any indication of crystallization of CETP inhibitor. 
5 "Gentle mixing" as used above is understood in the art to refer to ttie fonnatlon 

of an emulsion by gentle hand (or machine) mixing, such as by repeated inversions on 
a standard laboratory mixing machine. High shear mixing is not required to form the. 
emulsion. Sudi pre-concentrates generally emulsify neariy spontaneously when 
introduced into the human (or other animal) gastrointestinal tract. 
10 The term "CETP inhibitor^ implies any such compound that is sparingly or 

pooriy water soluble. Generally, and as mentioned above, such compounds exhibit 
an aqueous solubility (e.g.. in water) of less than about 10 |ig/mL measured at about 
22°C and at a physiologically relevant pH of from 1 through 8. 

Combinations of 2 surfactants, one being a low HLB surfactant with an HLB of 
1 to 8. the other being a high HLB surfactant with a higher HLB of over 8 to 20, 
preferably 9 to 20, can be employed to create the right conditions for efficient 
emulslficatlon. The HLB, an acronym for "hydnophobio-lipophillc balance", is a fating 
scale which can range from 1-20 for non-ionic surfactants. The higher the HLB, the 
more hj^rophilic the suri^adant Hydrophillc surfactants (HLB ca. 8 -20). when used 
alone, provide fine emulsions which are, advantageously, more likely to empty 
uniformly from the stomach and provide a much higher surface area for absorption, 
bisadvantageously, however, fimited misdbility of such high HLB surfactants with oUs 
can limit their effectiveness, and thus a low HLB, lipophilic surfactant (HLB ca. 1-8) is 
also included. This combination of surfactants can also provide superior 
emulsificatjon. A combination of a medium chain triglyceride (such as Miglyol® 812), 
Polysort)ate 80 (HLB 15) and medium chain mono/diglyoerides (Capmul® MCM, HLB 
=6) was found to be as effident as Miglyol® 812 and a suri^adant with an HLB of 10 
(Labrafac^CM). N.H.Shah etal.lnLJ.Phami..vol106,15(1994), The advantages 
of using combinations of high and low HLB surfactants for self-emulsifying systems, 
induding promotion of lipolysis, have been demonstrated by Lacy, US 6,096,338. 
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Detailed Description 

Suitat)le digestible oils, which can be used alone as the vehicle or in a vehicle 
which includes a digestible oil as part of a mixture, include medium chain triglycerides 
(MCT, C6-C12) and long chain triglycerides (LCT. C14-C20) and mixtures of mono-. 
5 di-, and triglycerides, or lipophilic derivatives of fatty adds such as esters with alkyl 
alcohols. Examples of prefemed MCTs indiide fractionated coconut o»s. such as 
Miglyol* 812 which is a 56% caprylic (C8) and 36% capric (CIO) triglyceride. Miglyol* 
810 (68% C8 and 28% C10). Neobee* MS. Captex* 300. Captex* 355, and 
Crodamol* GTCC. the Miglyols are supplied by Condea Vista Inc. (Huls), Nepisee® 
1 0 by Stepan Europe. Voreppe. France. Captex* by Abitec Corp.. and Crodamol* by 
Crdda Corp. Examples of LCTs indude vegetebie oils such as soybean, safflower. 
com, olive, cottonseed, arachis. sunflowenseed, palm, or rapeseed. Examples of fatty 
add esters of all<yl alcohols indude ethyl oleate and glyceryl monooteite Of the 
digestible oils MCTs are preferred, and MIglyol* 812 is most preferred. 

15 The vehide may also be a phamnaceutically acceptable solvent, for use alone, 

or as a cosdvent in a mixture. Suitable solvents indude any solvent that is used to 
increase solubility of the CETP inhibitor in the formulation in order to allow delivery of 
the desired dose per dosing unit It is not generally possible to predict the solubility of 
CETP inhibitors in the individual solvents, but such can be easily determined by "trial 

20 njns". Suitable solvents indude triacetin (1 .2.3-propanetriyl triacetate or glyceryl 

triacetate available from Eastman Chemical Coqj.) or other polyol esters of fatty acids, 
trialkyi citrate esters, propylene cariDonate, dimethylisosorijide, ethyl lactate, N-methyl 
pymdidones, transcutd, glycofurol. peppennint oil, 1,2- propylene glycol, ethanol. and 
polyethylene glycols. Prefened as solvents are triacetin. propylene carbonate 

25 (Huntsman Corp.). transcutd (Gattefosse). ethyl lactate (Purac, Uncolnshire, NE) and 

dimethylisosorbide (sold under the registered trademarit ARLASOLVE DMI, ICI 
Americas). A hydrophlTic solvent is more Dkely to migrate to the capsute shell and 
soften the shell, and, if votatfle, Hs concentration in the composrtion can be reduced, 
but with a potential negative impad on active component (CETP Inhibitor) solubility. 

30 More prefen-ed are the Hpophilic solvents triacetin, ethyl lactate and propylene 
cart}onate. Most prefemed is triacetin. 

Hydrophilic surfactants having an HLB of 8-20, preferably having an HLB 
greater than 10, are particulariy effective at reducing emulsion droplet partide size. 
Suitable choices indude nonionic surfactants such as polyoxyethylene 20 sorbiten 
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monooleate, polysorbate 80, sold under the trademark TWEEN 80, available 
commercially from ICI; polyoxyethytene 20 sorbitan monolaurate (Poiysoitate 20, 
TWEEN 20); polyethylene (40 or 60) hydrogenated castor oil (available under the 
registered trademarks CREMOPHOR* RH40 and RH60 from BASF); polyoxyethylene 
(35) castor oil (CREMOPHOR'^ EL); polyethylene (60) hydrogenated castor oil 
(Nikkol* HCOaO); alpha tooopheiyl polyethylene glycol 1000 succinate (Vitamin E 
IPGS); glyceryl PEG 8 capiylate/caprate (available commercially under the registered 
trademark LABRASOL* from Gattefbsse); PEG 32 glyceryl laurate (sold corranerclally 
under the registered frademark GELUCIRE® 44/14 by Gattefosse). polyoxyethylene 
fatly add esters (availbte commercially under the registered trademark MYRJ from 
ICI), polyoxyethylene fatty acid ethers (available commercially under the registered 
tradernark BRIJ from ICI). Preferred are Polysorbate 80, CREMOPHOR* RH40 
(BASF), and Vitamin E TPGS (Eastman). Most prefened are Polysortjate 80 and 
CREMOPHOR® RH40. 

Upophiiic surfactants having an HLB of less than 8 are useful for achieving a 
balance of polarity to provide a stable emulsion, and have also been used to reveree 
the lipolysis inhibitory effect of hydrophilic surfactants. Suitable npophilic surfactants 
include mono and diglycerides of capric and caprylic acid under the following 
registered trademarks: Capmul® MCM, MCM 8, and MCM 10, available commercially 
from Abitec; and Imwitor* 988, 742 or 308. available commercially from Condea Viste; 
polyoxyethylene 6 apricot kernel oil, available under the registered trademari< Labrafil® 
M 1944 CS from Gattefosse; polyoxyethylene com oil, available commercially as 
Labrafil* M 2125; propylene glycol monolaurate, available commercially as 
Lauroglycol from Gattefosse; propylene glycol dicaprylate/caprate available 
comnrjerdally as Captex® 200 from Abitec or Miglyol® 840 from Condea Vista, 
polyglyceryl oleate available commeraally as Plural oleique from Gattefosse, sorbitan 
estere of fatty adds (e.g. Span® 20, Crill® 1, Crill* 4, available commerdaily from ICI 
and Croda). and glyceryl monooleate (Maisine. Peceol). Prefen^ed from this dass are 
Capmul® MCM (Abitec Corp.) and Labrafil® M1 944 CS (Gattefosse). Most preferred 
is Capmul* MCM. 

In addition to the main liquid fomiulation ingredients prevfously noted, other 
stabilizing additives, as conventionally known in the art of soflgel formulation, can be 
introduced to the fill as needed, usually in relatively small quantities, such as 
antioxidants (BHA, BHT . tocopherol, propyl gallate, etc.) and other preservatives such 
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10 



15 



30 



as benzyi alcohol or parabens. 

The composition can be formulated as a fill encapsulated in a soft gelatin 
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such 
as a hydroxypropyl methylcellutose capsule or an oral liquid or emulsion by methods 
commonly employed In the art The fill is prepared by mixing the exdpients and CETP 
inhibitor with heating if r^uired. 

The ratio of CETP inhibitor, digestible ofl. cosolvent. and surfactante depends 
upon the efficiency of emuisfficafion and the solubility, and the solubility depends on 
the dose per capsule that is desired. A self-emulsHying formulation Is generally useful 

if the primary goals are to deliver a high dose per softgel (at least 60 mg) with, 
generally, a much lower food effect than with an oil solution alone, in general.' soflgel 
preconcentrates having solubilities of CETP inhibitor of at least 140 mg/mL In the 
preconcentrate, and thus requiring higher amounts of cosolvent and lower levels of 
surfactants and oil, are prefen-ed. 

In general, the following ranges, in weight percent, of the components for a 
self-emulsifying fomiulation of CETP inhibrtore are: 



1-50% CETP inhibitor 
5 -60% cosolvent 
20 6 -75% high HLB surfactant 

5- 75 % low HLB surfactant 

Preferred ranges which have advantageousV low food effects Include those stated 
immediately below: 
25 1-33% CETP inhibitor 

0-30% digestible oil 
15 - 55 % cosolvent 
5 - 40 % high HLB surfactant 
10 - 50 % low HIB surfactant 



More preferred ranges include 
1 -25% CETP inhibitor 
10 -25% digestible oil 
20-35 % cosolvent 



IDOOD: <W0 0300029 5A2 I > 
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10 - 30 % high HLB surfactant 
15 - 35 % low HLB surfactant 

If a specific goal is a minimal food effect, then a self-microemulsHying 
5 formulation is advantageous. Such fonmuiations generally require relatively high 
levels of surfactants and a reduced amount of cosolvent. These formulations can. 
however, result in lower solubiiities and. accordingly, a lower dose per capsule. 
These fomnulations have been found to inaease fasted exposure. 

General ranges/in weight percent, for the components for a self- 
1 0 microemulsifying fomiulation of CETP inhibitors are 
1 -40% CETP inhibitor 
5 - 65 % digestible oil 
5 -60% cosolvent 
10-75 % high HLB surfactant 
15 5-75%IowHLBsurfadant 

Prefenred ranges include those which follow 
1-20% CETP Inhibitor 
5 -30 % digestible oil 
5 - 45 % cosolvent 
20 30 -55%, high HLB surfactant 

10 - 40 %, low HLB surfactant 

Specific examples of prefenied fomnulations include: 
A composition comprising 
25 a compound which is [2R,4S] 4-[(3.5-bis-trifluoramethyl-ben:^)- 

methoxycarbonyl-amino]-2-ethyl-6-trifluoromethyl-3,4Hjihydro-2H-quinoRn 
carboxylic add ethyl esten or a compound which is [2R.4S] 4-[acetyK3.5-bis- 
trifluoromethyl-benzyl)-amino]-2-ethyl-6-trifluoromethyI-3,4-dihydro-2H^uinol^^ 
carboxyfic acid isopropyl esten or a compound which is [2R, 481 4-[(3.5-Bis- 

30 trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-ethyl-6-trifluoromethyl-3.4- 
dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester 
a cosolvent; 
a high HLB surfactant; 
a low HLB surfactant; and 
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optionally, a digestible Oil. 
A more preferred composition is that noted immediately above, wherein 
said cosoh/ent is triaceth or ethyl ladate; 
said high HLB surfactant comprises polysort>ate 80 or a polyethylene 
5 hydrogenated castor oil; 

said low HLB surfactant comprises a mixture of mono- and diglycerides of 
capric and caprylic adds; 

said digestible oil comprises a medium diain triglyceride, wherein each of the 
three hydrocarbon chains therein is predorrtinantly C6-C12. 

10 

A more specific prefemed composition Is that noted immediately above, which 
comprises, by weight: 

5 -25% of said CETP inhibfton 

10-25% of said digestible oil; 
15 20-35% of said cosolvent: 

10-35% of said high HLB surfactant; and 

10-35% of said low Hl£ surfactant; 

A still more specific pr^fen^ed embodiment is that noted immediately above which 
20 comprises, by weight 

8-12% of I2R.4S] 4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-2- 
ethyl-6-trifluoromethyl-3.4-dihydro-2H-qulnoBne-1-carboxylic add ethyl ester 

10-20% of said digestible oil; 

25^% of said cosolvent which comprises triacetin: 
25 10^% of said high HLB surfactant whidi comprises polysorbate 80; and 

15-35% of said low HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 

Another still more spedfic preferred embodiment is one. which comprises, by weight 

30 8-1 2% of [2R.4S] 4-[acetyl-(3.5-bls.trifluoiomethyl-ben2yl)-amino]-2-ethyl-6- 

trifluoromethyl-3.4-dihydro-2H-quinoiine-lH»rtJO>ylic acid feopropy! esten 
10-20% of said digestible oil; 

25-35% of said cosolvent which comprises triacetin; 
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1 0-30% of said high HLB surfactant which comprises a polyethylene (40) 
hydrogenated castor oil; 

15-35% of said low HLB surfactant, which comprises a mixture of medium 
chain mono- and di-glycerides. 

5 . ; 

Another still more specific prefenred embodiment is one which comprises, by weight 

8-25% of [2R, 4S] 4-I(3,5-Bis-trifIuoromethyl-ben2yl)-methoxycarbonylnamino> 
2-^thi^-6-trifluoromethyl-3,4<lihydfx>-2Hkjulnoline-1^ add isopropyl ester; 

10-25% of digestible oil; 
10 20-35% of said cosolvent which comprises triacetin; 

10-30% of said high HLB surfactant which comprises polysorbate 80; and 

1 5-35% of said tow HLB surfactant which comprises a mixture of medium chain 
mono- and di-glycerides. 

As indicated by the broadest range above, the digestible oil may be optionally 
1 5 omitted in order to further increase the amount of cosolvent and. therefore, solubility 
of the CETP inhibitor In the pre-concentrate. 

In addition to the main soflgel capsule ingredients previously noted, other 
stabilizing additives, as conventionally known in the art of softgel formulation, can be 
introduced to the fill as needed, usually in relatively small quantities, such as 
20 antioxidants (BHA, BHT, tocopherol, propyl gallate, etc.) and other presen^tives such 
as ben^ alcohol or parabens. 

The composition can be fonnulated as a fill encapsulated in a soft gelatin 
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such 
as a hydroxypropyl methylcellulose capsule or an oral liquk] or emulsion by methods 
25 commonly employed in the art. The fill Is prepared by mixing the exdpients and CETP 
inhibitor with heating if required. 



Prefen-ed embodiments comprise a CETP inhibitor vwth: 
30 (a) solubility less than 10 ^g/ml; 

(b) c log P greater than 5; and/or 

(c) dose greater than 1 0 mg, preferably at least 30 mg. 
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The invention is not limited by any particular structure or group of CETP 
inhibitors. Rather, the Invention has general applicability to CETP inhibitors as a dass, 
the dass tending to be composed of compounds having low sduWIity. Compounds 
which may be the subject of the invention may be found In a number of patents and 
5 published applications, Induding DE 19741400 A1; DE 19741399 A1; WO 9914215 
A1; WO 9914174; DE 19709125 A1; DE 19704244 A1; DE 19704243 A1; EP 
818448 A1; WO 9804528 A2; DE 19627431 Al; DE 19627430 Al; DE 19627419 
A1; EP 796846 Al; DE 19832159; DE818197; DE 19741051; WO 9941237 Al; 
WO 9914204 Al; WO 9835937 Al; JP 1 1049743; WO 200018721; WO 
10 200018723; WO 200018724; WO 200017164; WO 200017165; WO 200017166; 
EP 992496; and EP 987251. all of wWdi are hereby incorporated by reference in Wieir 
entire^. 

Oral delivery of many CETP Inhibitors is particularly diffiailt because their 
aqueous solubility is usually extremely low. typically being less than 2//g/ml. often 

1 5 being less than 0.1 //g/ml. Such tow sdubllities are a dired consequence of the 

particular strudural charaderistics of species that bind to CETP and thus act as CETP 
Inhibitors. This low solubility is primarily due to the hydrophobic nature of CETP 
Inhibitors. Log P. defined as the base 10 logarithm of the ratio of the dmg 
concentration in odand to the drug concentration in water in a partitioning experiment, 

20 is a widely accepted measure of hydrophobidty. In general. Log P values for CETP 
inhibitors are greater than 4 and are often greater than 5 to 7. This property may also 
be calculated from the structure of the molecule and is designated "cLog P.". The 
calculation of cLog P values finom chemical stnjctur«s is given In Leo, A.J.; 
"Calculating log P from structures", Chem. Rev. 1993, 93, 1281. Thus, the 

25 hydrophobic and insdubte nature of CETP Inhibitors as a dass pose a parliailar 
challenge for oral delivery. Achieving therapeutic dmg levels in the Wood by oral 
dosing of practical quantities of dmg generally requires a large enhancement in dmg 
concentrations in the gastrointestinal fluid and a resulting large enhancement in 
bioavailability. 

30 The fonnulations of this invention will be administered in such an arhount that 

an effective dose of the CETP inhibitor of interest is administered to the patient The . 
amount of CETP inhibitor will generally be known or determined by the attending 
physician. Thus the amount or volume of preconcentrate administered will be 
detemiined by the amount of CETP inhibitor prescribed and/or othenwise desired as a 
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dose and the solubility of the CETP in the preconcentrate. In general, an effective 
dose for most CETP inhibitors is in the range of from 5 to 500 mg, preferably 10-300 
mg. more preferabily 10-200 mg per day, in single or divided doses. The compositions 
of the invention are pre-concentrates for emulsification which are generally 
5 administered orally, in soft or hard gelatfn capsules, gelatin encapsulation technology 
being well known to the phannaceutlcal arts. Such pre-concentrates can also be 
administered in aqueous oral emulsions by adding the pre-concentrate to water or 
other aqueous liquid (e.g., soda). They can be mixed with an aqueous liquid and sold 
as pre-formed emulsions, or added to food such as ice cream. 
10 Tuming now to the chemical stnjctures of specific CETP inhibitors, one dass of 

CETP inhibitors that finds utility with the present invention consists of oxy substituted 
4-carboxyamino-2HmethyH .2.3,4-tetrahydroquinolines having the Formula I 




15 

Formula I 

and phannaceuticaBy acceptable salts, enantiomers, or stereoisomers of said 
compounds; 

wherein R^.^ is hydrogen, Y|, WpXi, WpY,; 

20 wherelnW|isacart)onyl,thiocarbonyl,sulfinylorsulfonyl; 
X, Is -O-Y,, -S-Y,. "N(H)-Y, or .N-(Y,)2; 

wherein Y| for each occurrence is Independently Z| or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the cartoons, other than the connecting carbon, may optionally be 

25 replaced with one or two heteroatoms selected Independently from o)ygen. sulfur and 
nitrogen and said carbon is optionally mono-, di- or trr-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with 0x0. said sulfur is optionally mono- or di-substituted wifli 0x0, 
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said nitrogen is optionally nxino-. or di-substituted with oxo, and said cartwn chain is 
optionally mono-substituted with 2,; 

wherein Z| is a partially saturated, fully saturated or fully unsaturated ttuee to 
eight meml)erBd ring optionally having one to four heteroatoms selected Independently 
5 from oxygen, sulfur and nitrogen, or. a bicydic ring consisting of two fused partially 
saturated, fully saturated orfully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatonns selected Independently from 
nitrogen, sulfur and oxygen; 

wherein said Z| substituent is optionally mono-, dl- or tri-substituted 
10 independently witti halo. {C2-C6)alkenyl, (C-Ce) alkyl. hydroxy. (C-C6)alkoxy, (Ci- 

C4)alkylthio. amino, nitro, cyano. oxo. carboxyt. (Ci-C6)alkyloxycart3onyl. mono-N- or di- 
N,N-{Ci-C6)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, di- or 
tri-substituted independenUy with halo, hydroxy. (Ci-C6)alkoxy. (CrC4)alkylthio, amino, 
nitro. cyano. oxo, carixjxyl, (Ci-C6)alkyloxycari5onyl. mono-N- or di-N.N-{Ci- 
15 C6)alkylamino, said (C,-C6)alkyl substituent is also optionally substituted witti from one 
to nine fluorines; 
Rm is hydrogen or Q; 

wherein Q, is a fuBy saturated, partially unsatrrated or fully unsaturated one to 
six membered straight or branched caibon chain wherein the cartrans. otfier Bian the 
20 connecting cartjon. may optionally be replaced witti one heteioatom selected from 
oxygen, sulfur and nitrogen and saM cartxjn is optionally mono-, dl- or Iri-substihjted 
Independenfly witti halo, said cartxm is optionally mono-substihJted witti hydroxy, saki 
carijon is optionally mono«ubsatuted witti oxo. saM sulfur is optionally mono- or di- 
substituted witfi 0X0, said nitrogen is optionally mono-, or di-substihjted witii oxo. and 
25 saki carijon chain is optionally mono-substituted witti Vi; 

wherein V, is a partially saturated, fully saturated or fully unsaturated ttiree to 
eight membered ring optionally having one to four heteroatoms selected independenfly 
from oxygen, sulfur and nitiogen, or a bicydic ring consisting of two fused partially 
saturated, fully saturated or fully unsatojrated ttiree to six membered rings, taken 
30 independenfly, optionally having one to four heteroatoms selected independenfly from 
nitiogen, sulfur and oxygen; 

wherein said V| substituent is optionally mono-, di-. tii-, ortetia-substituted 
independenfly v/itti halo. (C,-C6)alkyl, (C2-C6)alkenyl, hydroxy, {Ci-C6)alkoxy. (Ci- 
C4)alkyltiiio, amino, nibo. cyano, oxo. cartiamoyl. mono-N- or di-N,N-(Ci-C6) 
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alkylcarbamoyl, carboxyl. (Ci-C6)alkyloxycarbonyl. mono-N- or di-N,N-(Ci- 
C8)alkylamino wherein said (Ci-C6)alkyl or (QrCe)aIkenyl substituent is optionally 
mono-, di- or tri-subsBtuted independently with hydroxy, (Ci-C6)alkoxy, (erC4)alkylthio. 
amino, nitro, cyano, oxo, carbo)qrl. (Ci-C6)alky!oxycarbonyl, mono-N- or di-N.N-(Ci- 
5 C6)alkylamino. said {Ci-C6)alkyl or (C2<J6)alkenylsubstituents are also 
substituted with from one to nine fluorines; 
Ri-4isQn orVn 

wherein Qh is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

10 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono-, or di-substituted wtth oxo. and 

15 said carbon chain is optionally mono-substituted with 

wherein Vm is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 
from oxj^en, sulfur and nitrogen; 

20 \ArfTerein said Vh substituent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo. (Ci-C6)alkyl. (Ci-C6)alkoxy, amino, nitro. cyano. (d- 
C6)alkylo)Qrcarbonyl, mono-N- or di-N,N-(Ci-C6)alkylamino wherein said {Ci-C6)alkyl 
substituent is optionally mono-substituted with oxo, said (Ci-C6)alkyi substituent is also 
optionally substituted with from one to nine fluorines; 

25 wherein either must contain V, or must contain Vm; and 

R^s « Rw , Ri-zand are each independently hydrogen, hydroxy or oxy wherein said 
oxy is substituted with Tt or a partially saturated, fully saturated or fully unsaturated one 
to twelve membered straight or branched cartoon chain wherein the carbons, other 
than the connecting cariDon, may optionally be replaced with one or two heteroatoms 

30 selected independently from oxygen, sulfur and nitrogen and said cartoon is optionally 
mono-, di- or tri-substituted independently with halo, said carbon is optionally mono- 
substituted with hydroxy, said carbon is optionally mono-substituted with oxo. said 
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or 
di-substituted with oxo, and saW carbon chain is optionally mono-substituted with Tr, 
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whereln T, is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected Independently 
fipom oxygen, sulfur and nitrogen, or a bicydic ring consisting of two fused partially 

saturated, fiilly saturated or ft% unsaturated three to six membered rings, taken 
5 independently, optionally having one to four heteroatoms selected Independently from 
nitrogen, sulfur and oxygen; 

wherein said T, substituent is optionally mono-, di- or tri-«ubstituted 
independentiy with halo. (CrC6)alkyl, (CrC6)alkenyl, hydroxy, (C,-C6)alkoxy. (C,- 
C4)alkylthio, amino, nitro. cyano. oxo, carboxy. (Ci-C6)all<yloxycarit)onyl, mono-N- ordi- 
10 N,N-(C,-C6)alkylamino wherein said (C,-C6)alkyl substituent is optionally mono-, dl- or 
tri-substituted independently with hydroxy, (Ci-C6)all<oxy. (C,-C4)aiky|fliio. amino, nitro, 
cyano. oxo. carboxy, (Ci-C6)alkyloxycarbonyl, mono-N- or di-N,N-(Ci-C6)alkylamino. 
said (Ci-C6)allcyl substituent is also optionally substituted witti from one to nine 
fluorines. 

1 5 Compounds of Formula I are disclosed in commonly assigned pending U.S. 

Patent Application Serial No. 09/390.731. ttie complete disclosure of which is herein 
incorporated by reference. 

In a preferred embodiment, ttie CETP inhibitor is selected from one of the 
fbllowing compounds of Fomiula I: 

20 

'^'^^Ltl^^^'^''^'°'^^'^'^*'^°^*o"y'-a'"M-6,7-dlmethox^ 
dihydro-2H-quinoline-1-cart)oxylic add ethyl esten 

[2R,4S] 4-[(3.5-dinitro-benzyl)-mettioxycariDonyl-amino]^.7Klin(iett»xy^2-^^ 4- 
25 dihydro-2H-quinoline-1-cariboxylic add etiiyl esten 

[2R.4S]4-[(2.6-dichloro-pyridin-4-ylmetiiyl)-mettioxycarbonyl-aminol-6.7-dimethoxy-2- 
mettiyl-3.4-dihydro-2H-quinoline-1 -carboxylic add ettiyl ester; 

30 I2R,4S1 4-[(3.5-bis-trifluoromettiy|.benzyl)-methoxycartJony|.amino]-6.7^^^^ 
methyl-3.4-dihydro-2H-quinoline-1-cari3oxylic add etiiyl ester. 



35 



40 



[2R.4S]4-[(3,5-bis-trifluoromettiyl-benzyl)-methoxycarbonyl-amino].6-methoxy-2- 
mettiy|-3,4-dihydro-2H-quindine-1 -carboxylic add ethyl ester. 

[2R,4S] 4-[(3.5-bis-trifluoromettiyl-ben2yl)-me«ioxycart)onyl-amino]-7-methoxy^2- 
metiiyl-3.4-dihydro-2H-quindine-1-cariboxylic add ethyl ester, 

[2R.4S]4-[(3.5-bis-trifluoromettiyl-benzyl)-metiioxycart3onyl-amino]-6,7-dimettioxy-2- 
'nefliyl-3,4-dihydro-2H-quindine-1 -carboxylic add isopropyl esten 
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[2R.4S] 4-[(3,5-bis-tiifluoromethyl-benzyl)-emoxycarbonyl-amino]-67Klimetho^^^ 
rnethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl esten 

[2R,4S]4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxyca*^ 
5 methyl-3,4-dihydro-2H-quinoline-1-carboxylic add 2,2.24rifluoro-ethylesten 

[2R,4S]4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbon^^^ 

methyl-3,4-dihydro-2HKiuinoline-1-carboxylic add propyl ^ 

1 0 [2R,4S] 44{3,5-bis-trifluoromethyl4)en2yl)-methoxycarbonyl-amino]-67-^ 
methyl-3.4-dihydrch2H-quinoline-1-carboxylic add tert-butyl esten 

[2R,4S] 4-{(3.54)is-trifluorome%l-benzyl)HTOthoxycarbonyl-^ 

trifluoromethoxy-3,4Klihydro-2H-quinoline-1-carboxylic add ethyl ester 
15 ' 
[2R.4S] (3,5-bis-trifIuoromethyl-ben2ylH1-butyryl-6.7-dimethoxy-2-meft^ ,2,3,4- 
. tetrahydro-quinolirh4-yl)-carbamlc add methyl esten 

[2R.4Sl(3.5-bis-trifluoromethyl4)en2ylH1-butyl-6,7<limethoxy-^^ 
20 tetrahydro<iuinolin-4-yl)-cart)amic add methyl esten 

[2R.4S] (3.5-bls-trifluoromethyl-ben2ylH1-(2-ethyl«butyl)-6.7-dlmeft 

1 ^ .3,4-tetrahydro-quinolln-4-yQKarbamic add methyl ester, hydrochloride 

25 Another class of CETP inhibitors that finds utility with the present invention 

consists of 4-carboxyamino-2-methyl-1 ,2,3,4.-tetrahydfDquinolines, having the 



and phamfiaceiitically acceptable salts, enantiomers. or stereoisomers of said 
compounds; 

wherein Rim is hydrogen, Y„. WrXii, WrYir. 
wherein Wu is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
35 X,, Is -0-Yo. -S-Y„. -N(H)-Yp or -N-(Y„)2; 



Formula II 




Formula II 
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Wherein Y„ for each occurrence is independently Z,, or a fully saturated, partially 
unsaturated or lully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting cart)on. may optionally be 
replaced with one or two heteroatoms selected independently fram oxygen, sulfur and 
nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo. said sulfur is optionally mono- or di-substituted with oxo. 
said nitrogen is optionally mono-, or di-substituted with oxo. and said carbon chain 
optionally mono-substituted with Zb; 

Z„ is a partially saturated, fully saturated or fully unsaturated three to twelve 
membered ring optionally having one to four heteroatoms selected independently from 
oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected indepemlently from 
15 nitrogen, sulfur and ojQ^gen; 

wherein said Zu substituent is optionally mono-, di- or tri-substituted 
independently with halo. (CrC6)alkenyl. (C-Ce) alkyl. hydroxy. (Ci-C6)alkoxy. (d- 
C4)aIkylthio. amino, nitro. cyano. oxo. carboxy. (C,-Ce)alkyloxycart3onyl, mono-N- or di- 
N.N-(C,-C6)alkylamino wherein said (C-C8)alkyl substituent is optionally mono-, di- or 
tri-substituted Independently with halo, hydroxy. (C,-Ca)alkoxy. (C,.C4)alkylthio. amino. 
nItro. cyano. oxo, carboxy. (C,.C6)alkytoxycarbonyl. mono-N- or di-N.N-(C,- 
Ce)alkylamino. said (d-CeW is also optionally substituted with from one to nine 
fluorines; 

FVa is hydrogen or On: 

wherein Qi is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 
connecting cartjon, may optronally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and saM cartJon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or'di- 
substituted with oxo, said nitrogen is optionally mono- or dl-substituted with oxo. and 
said cartJon chain is optionally mono-substituted vwth Vi,; 

wherein V„ is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 



20 
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independently from oxygen, sulfur and nitrogen, or. a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six nriembered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
5 wherein said Vu substituent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo, (Ci-C6)alkyl, (C2-Ce)alkenyl, hydroxy, (CrCe)alkoxy, (Ci- 
C4)alkylthio, amino, nitro, cyano, oxo, cai1X)xamoyl, mono-N- or di-N.N-CCrCe) 
alkylcarboxamoyi, carboxy. (Ci'C6)alkyloxycarbonyl, mono-N- or di-N.N-(C,- 
C6)aikylamino wherein said (Ci-C6)alkyl or (C2-C6)alkenyl substituent is optionally 
10 mono-, di- or tri-substituted independently with hydroxy, (CrCe)alkoxy, {Ci-C4)alkylthfo, 
amino, nitro, cyano, oxo, carboxy, (Gi-C6)alky!oxycarbonyl, mono-N- or di-N,N-(Ci- 
C6)alkylamlno or said (Ct-C6)alkyl or (C2-C6)alkenyl substituents are optionally 
substituted with from one to nine fluorines; 
RiwisQiMorViM 

1 5 wherein Qin a fully saturated, partially unsaturated or fully unsaturated one to 

six membered straight or branched carbon chain wherein the caitons, other than the 
connecting carijon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and sakl cariaon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon Is optionally mono-substituted with hydroxy, said 

20 carbon is optionally mono-substituted with oxo, said sulfur is opttonally mono- or dl- 
substituted with oxo, said nitrogen Is optionally mono- or di-substituted with oxo, and 
said cari3on chain is optionally monosubstituted with y^^u 

wherein V|i.i is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independentiy 

25 from oxygen, sulfur and nitrogen; 

wherein said Vm substituent is optionally mono-, di-, tri-, or tetra^ubsfltuted 
independently with halo, (Ci-C6)alkyl. (CrCe)alkoxy, amino, nitro, cyano. (Ci- 
C6)alkyloxycartx)nyl. mono-N- or di-N,N-(Ci-C6)alkylamino wherein said (CrC6)alkyl 
substituent is optionally mono-substituted witii oxo. said (Ci-C6)alkyl substituent is 

30 optionally substituted witti from one to nine fluorines; 

wherein erttier Rq^ must contain Vu or Rc^ must contain Vi^; and 
Rii^ I Riw . R«.7and Rh^ are each independentiy hydrogen, a bond, nitro or halo 
wherein said bond is substituted with T« or a partially saturated, fully saturated or fully 
unsaturated (C1-C12) straight or branched cariDon chain wherein carbon may optionally 
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be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo. said sulfur is optionally mono- or di- 
substituted with oxo. said nitrogen is optionally mono- or di-substituted wHh oxo. and 
said carbon is optionally morto-substituted with Tn; 

wherein T« is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or, a bicycBc ring consisting of two 
fused partially saturated, fully saturated or fuBy unsaturated thrae to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and o>Qrgen; 

wherein said Tn substituent is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-C6)alkyl. (C2-C6)alkenyl. hydroxy. (Ci-C6)alkoxy. (C,- 
C4)alkylthio. amino, nitro. cyano, oxo. carboxy, {Ci-C6)alkyloxycart)onyl. moho-N- or dl- 
N,N-{C-Ce)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with hydroxy. (Ci-C6)alkoxy, (C,-C4)alkylthio. amino, nitro. 
cyano. oxo. cartioxy. (C,-C6)alkyk)xycart)onyl. mono-N- or di-N,N-(C,-C6)alkylamino. 
said (C,-C6)alkyl substituent is also optionally substituted with from one to nine 
20 fluorines; 

provided ttiat at least one of substituents B^. R,«. R„., and R„^ is not hydrogen and is 
not linked to the quinoUne moiefy through oxy. 

Compounds of Fomriula II are disctosed in commonly assigned pending U.S. 
Patent 6. 147.090 the complete disclosure of which Is herein Incorporated by reference. 
25 In a prefen^ed embodiment, the CETP InNbitor is selected from one of the 

following compounds of Formula II: 



15 



30 



[2R.4S]4-{(3.5-Bis-trifluoromethyl-ben2yl)-methoxycart)onyl-amino]-2-methyl-7- 
trifluoromethyl-3.4-dlhydro-2H-quinoline-1-carboxylic add ethyl esten 

[2R,4S]4j(3^Bis-trifluoromethyl-ben2yl)-methoxycartw^ 
3.4-dihydro-2H-quinoline-1-carb05^ic add ethyl esten 

PR4S]4^(3^is-tJJoromethyl-benzyl^methoxycart)onyl-aminoJ-6^^ 
35 3,4-dihydn>-2H-quinoline-1-cartx)xylic add ethyl esten 

I2R.4S]jK{3.5-BiJ.trilluoronrtethyI-benzyl)Hnetho^^^ 
dihydro-2H-quinollne-1-cart)oxyBc add ethyl ester 
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[2R,4S] 4-[(3,5-Bis-trifluoromethyl-ben2yl)-methoxycarbon^^ 

methyl-3,4<lihydro-2HKjuinoline-1-carboxylic add ethyl esten 

5 [2R.4S]4-I(3.5-Bis-trifluorome%l-ben^l)-methoxycarbonyl^ 
3.4-dihydrD-2H-quinoIine-1-carboxylic add ethyl ester. 

[2R.4S] 4^(3.5-Bls-trlfluoiromethyl-ben2yl)-methoxyc^ 
trifluoromethyl-3.4-dihydrch2H<|uirK)llne-1^ 

[2R.4S] 4-[(3.54)is-trifluoromethyH)enzyl).meW^ 

trifluo^omethy^3.4<lihydro-2HK1uinoline-1-carbo)^ isopropyl ester. 

Another dass of CETP inhibitors that finds utility with the present invention 
15 consists of annulated 4-carboxyamino-2-methyl-1 ,2,3,4rtetrahydroquinolines, having 
the Fonmula III y 



O 




20 Fonnula III 

and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said 
oompounds; 

wherein R,n.i Is hydrogen, Yoi, W„rXui, WirYui; 

wherein Wm Is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 

25 Xmis^.Y«,,.S-Y,,u-N(H)-Ya,or.N-(Yra)2; 

Ym for each occunrence is independently Za or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur and 

30 nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with 
halo, said carbon fs optionally mono-substituted with hydroxy, said carbon is optionally 
mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo. 
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said nitrogen is optionally mono-, or di-substituted with oxd, and said cart)on chain is 
optionally mono-substituted with Ziii; 

wherein Za, is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one Id four heteroatorhs selected 
5 independently from oxygen, sulfur and nitrogen, or a bicydic ring core^^ 
fused partially saturated, fully saturated or fully unsaturated thi«e (o six 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitipgen, sulfur and oxygen; 

wherein said Zm substituent is optionally mono-, di- or tri-substituted 
10 independently with halo. (C2-C6)alkenyl. (C-Ce) alkyl. hydroxy. (Ci-C6)alkoxy. (C,- 
C4)alkylthiG. amino, nitro. cyano, oxo. carboxy, (CrC6)alkyloxycariJonyt, mono-N-ordi- 
N,N-(Cf-Ce)alkylamino wherein said (C-C6)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (Ci-C6)alkoxy, (Ci-C4)alkylthk). amino, 
nitro. <yano. oxo, carboxy. (Ci-C6)alkyloxycarbonyl. mono-N- ordi-N.N-{Ci- 
15 C6)alkylamino. said (Ci-C6)alkyl optionally substituted with from one to nine fluorines; 
Rim Is hydrogen or Qm; 

wherein Q« Is a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 
connecting caiton, may optionally be replaced with one heteroatom selected from 
20 oxygen, sulfur and nitrogen and said cart)on is optionally mono-, di- or tri-substituted 
independently with hata. said carison is optionally mono-substituted with hydroxy, said 
carbon is optionally mono-substituted with oxo. said sulfur is optionally mono- or di- 
substituted with oxo. said nitrogen is optionally mono- or di-substituted with oxo. and 
said carix}n chain » optionaily mono-substituted with Vb; 
25 wherein Vn, Is a partially saturated. fuBy saturated or fully unsaturated three to 

twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicydic ring consisting of two 
fused partially saturated, fully saturated or fuBy unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
30 independently from nitrogen, sulfur and oxygen; 

wherein said V,„ substituent is optionally mono-, dK tri-, or tetra-substituted 
independently with halo. (CrC6)alkyl. (C2-C6)alkenyl, hydroxy, (Ci-C6)alkoxy, (d- 
C4)alkylthio, amino, nitro, cyano, oxo, carboxamoyi, mono-N- or di-N,N-(Ci-C6) 
alkylcartjoxamoyi, cartjoxy, (Ci-C8)alkyloxycartDonyi. mono-N- or di-N.N-(Ci- 
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C6)alkylamino wherein said (CrCejallcyl or (CrC6)all<enyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy. (Ci-C6)alkoxy. (Ci-C4)allcylthio. 
amino, nitro,(yano. 0X0, carboxy, (C,TC8)alkylQ){ycarbonyl, nfiono-r^ or dW^^^ 
C8)all<ylamino or said (C,-C8)alkyl or (CrC8)alk6nyl are optionally substituted wHh from 
6 one to nine fluorines; 
RiiMisQ|ij.i orVio-i; 

wherein Q„m a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 
connecting carbon, may optionally be replaced with one heteroatom selected from 

10 oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 
carbonf is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is opUonally mono- or di-substituted with oxo, and 
said carbon chain is optionally mono^ubstituted with 

15 V«m: 

wherein V„n is a partially saturated, fully saturated or fully unsaturated three to 
six membered ring optionally having one to two heteroatoms selected independently 
from oxysien, sulfur and nitrogen; 

wherein said V«.i substituent is optionally mono-. dK tri-. or tetra-substituted 
20 independently with halo. (Ci-C6)alkyl. (C,-C6)alkoxy, amino, nitro. cyano. (C- 

C6)aIkyloxycarbonyl. mono-N- or di44,N-(C-C6)aIkylamino wherein said (C-C6)alkyl 
substituent is optionally mono-subslituted with oxo. said {C-Ce)alkyl substituent 
optionally having from one to nine fluorines; 

wherein either R,it3 must contain Vb or R,i„ must contain Vbh; and 
25 Rro4 and Riiw, or R«„ and R„„, and/or and Rbm are taken together and fbrni at 
least one four to eight membered ring that is partially saturated or fiilly unsaturated 
optionally having one to three heteroatoms independently selected from nitrogen, 
sulfur and oxygen; 

wherein said ring or rings fonned by R.^ and Rm, or R,^6 and R.^^. and/or Rtt.7 
30 and R«w are optionally mono-, di- or tri-substituted independently with halo, (d- 

C6)alkyl, (C,-C4)alkylsulfonyl. {CrC6)alkenyI, hydroxy, {C,-C6)alkoxy, (C,-C4)alkylthio. 
amino, nitro. cyano, 0x0, carboxy. (Ci-C6)alkyloxycarbonyl, mono-N- or di-N,N-(Ci- 
C6)alkylamlno wherein said {Ci-C6)alkyl substituent is optionally mono-, di- or tri- 
substituted Independently with hydroxy, (C,-Ce)alkoxy. (CrC4)alkylthio, amino, nitro. 
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cyano. oxo, carboxy, (Ci-C8)alkyloxycarbonyl. mono-N- or di-N,N-(CrC6)aIkylamino. 
said (Ci-C6)alkyl substituent optionally liaving from one to nine fluorines; 

provided that the Ri^s . Riiw . R111.7 and/or R,iw , as the case may be, that do not 
form at least one ring are each independently hydrogen, halo, (Ci-C6)alkoxy or (d- 
5 C6)alkyl, said (Ci-C6)alkyl optionally having from one to nine fluorines. 

Compounds of Fomiula III are disclosed in commonly assigned 
pending U.S. Patent 6,147.089 the complete disclosure of which is herein incorporated 
by reference. 

In a prefen-ed embodiment, the CETP inhibitor is selected from one of the 
10 following compounds of Fonnula III: 

[2R, 4S] 4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycart)onyl-amino]-2-methyl^ 

2.3.4.6.7.8- hexahydro-cyclopenta[g]quinoline-1-cart3oxylic acid ethyl esten 

[6R, 8S] 8-[(3.5-fals-trifluoromethyl-benzyl)-methoxycart)onyl-amino]-6-methyl-3,6,7 8- 
15 tetrahydro-1H-2-thia-5-a2a-cyclopenta[b]naphthalene-5-cartDoxylicadd' 
ethylesten 

I6R. 8S] 8-[(3,5«bis-trifluoromethyl-ben2yl)wTiethoxycart>onyl-^mino]r6-met^ 
tetrahydro-2H-furo[2.3-g]quinoline-5-cari30)Q^ic acid ethyl ester 

20 

I2R,4S] 4-[(3.5-bis-trifluoromethyI^Den2yl)-methoxycarbonyl-amino]-2-methyl-3,4,6,8- 
tetrahydro-2H-furo[3,4-g]quinoline-1-cart30xylic acid ethyl ester. 

[2R,4S]4-[(3,5-bis-trifluoromethyl-benzyi)-methoxycartDonyl-amino]-2^Tiethyl^ 
25 3.4,6.7.8,9-hexahydro-2H-ben20[g]quinoline-1 -carboxylic acid propyl ester, 

[7R,9S]9-t(3,5-bis-trifluoronfiethyl-benzyl)-methoxycart5onyl-amino]-7~methyI^ 

1.2.3.7.8.9- hexahydro-6-a2a-cydopenta[alnaphthalene-6-cartDoxyiic add ethyl 
ester; and 

30 

[6S,8R]6-[(3,54)is-trifluoromethyl-ben2yI)-methoxycarbonyl-amino]-8-metf^ 

1.2,3.6,7,8-hexahydro-9-a2a-cydopenta[alnaphthalene-9-cari>oxylic add ethyl 
ester. 



35 



Another dass of CETP Inhibitors that finds utility with the present invention 

consists of 4-cart)Oxyamino-2-substituted-1.2.3.4,-tetrahydroquinolines. having the 
Fomiuia IV 



wo 03/000295 PCT/IB02/01571 

-28- 
. O 




Formula IV 

and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said 
5 compounds; 

wherein RivLi IS hydrogen, Yw, WrrXiv or Wiv^^ 

wherein Wjy is a carbohyl, thiocarbonyl, suffinyl or sulfonyl; 

X^, is ^Yw. .S-Y^,, -N(H)-Yw or -N-(Y^,)2; 

wherein Yiv for eaich oocunrence is Independently Zw or a fully saturated, 

10 partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 

1 5 optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said niti^ogen is optionally mono-, or di-substituted with oxo, and said carbon 
chain is optionally mono-substituted witii ZW; 

wherein 2,v is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independentiy 

20 from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independentiy, optionally having one to four heteroatoms selected independentiy from 
nitiiogen, sulfur and oxygen; 

wherein said 2^ substituent is optionally mono-, di- or tri-substituted 

25 independentiy with halo, (CrC6)alkenyl, (Ci-Ce) alkyi, hydroxy, (Ci.C6)alkoxy, (Ci- 

C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (Ci-C6)alk^oxycarbonyl. mono-N- ordi- 
N,N-(Ci-C6)alkylamino wherein said (Ci-C6)aikyl substituent is optionally mono-, di- or 
tri-substituted independentiy with halo, hydroxy, (CrC6)alkoxy, (Ci.C4)alkylthto, amino. 
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nitro, cyano, oxo. carboxy, (Ci-C6)alkyloxycarbonyl. mono-N- or di-N,N-(Ci- 
C6)alkylamino. said (C,-C8)alkyl substituent is also optionally substituted with from one 
to nine fluorines; 

Rw4 is a partially saturated, fully saturated or fully unsaturated one to six membered 
5 straight or branched carbon chain wherein the carbons, other than the connecting 
carbon, may optionally be replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- or tri-subsf tuted independently with halo, said carbon is optionally 
mono-substituted with oxo. said carbon is optionally mono-substituted with hydroxy, 
10 said sulfur is optionally mono- or di-substituted with oxo. said nitrogen is optionally 
mono- or di-substltuted with oxo; or said R^-z is a partially saturated, fully saturated or 
fully unsaturated three to seven membered ring optionally having one to two 
heteroatoms setected independently from oxygen, sulfur and nitrxjgen. wherein said 
Riv^ ring is optionally attached through (Ci-C4)alkyl; 

15 ^ef®'" said ring is optionally mono-, di- or tri-substituted independently 

with hak), (C2-Ce)alkenyl. (C-Ce) alkyl. hydrojQr. (C,-C6)alkoxy. (Ci-C4)alkylthio. amino, 
nitro, q«no, oxo, carboxy, (Ci-C6)alkyloxycarbonyl. mono-N- ordi-N.N-(C,- 
C6)alkylamino wherein said (C,.C6)alkyl substituent is optionally mono-, di- or tri- 
substKuted independently with halo, hydroxy. (C,-C6)alkoxy, (Ci-C4)alkylthio, oxo or . 

20 {Ci-C6)alkyto)^rbonyl; 

with the proviso that Riva is not methyl; 
Riv4 is hydrogen or CW; 

wherein Qv Is a fully saturated, partiafly unsaturated or fully unsaturated one to 
six membered straight or branched cartjon chain wherein the carbons other than the 

25 connecting carbon, may opHonally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said caiton is optionally mono-, dl- or tri-substituted 
independently with halo, said carbon is optionafly mono-substituted witti hydray, said 
cartx)n is optionally mono-substituted with oxo. said sulfur is optionally mono- or di- 
subsfituted with oxo, said nitrogen is optionally mono- or di-substltuted with oxo, and 

30 said cartJon chain is optionally mono-substituted with Viv; 

wherein is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
fi-om oxygen, sulfur and nitrogen, or a bicydic ring consisting of two fused partially : 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 



I 
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independently, optionally having one to four heteroatoms selected Independently from 
nitrogen, sulfur and o^qrgen; 

. wherein said Viv substituent is optionally mono-, di-, tri-. or tetrarsubstituted 
independently with halo. (Ci-C8)alkyl. (C2-C6)alkenyl. hydroxy, (Ci-Ce)alkQxy. (C,- 
5 C4)alkylthio, amino. nitro,(yano. 0X0, caito>eamoyl.mono-l^ or di-N,NKC^ 
all^carboxamoyl, caiboxy. (Ci-C6)alkyloxycarbonyl» mono-N- or dl-N.N-(Ci- 
C6)alkylamino wherein said (Ci-C8)alkyl or (CrCe)alkenyl substituent is optfonally 
mono-, di- or tri-substituted independently with hydroxy. (C-C6)alkoxy. (C-C4)alkylthio, 
amino, nitro, cyano. oxo. carboxy, (Ci-C8)alkyloxycaitonyl. mono-N- oi" di-N.N-(Ci- 

10 C6)alkylamino. said (Ci-C6)alkyl or (C2-C8)alkenyl substituents are also optionally 
substituted with from one to nine fluorines; 
l^-jisQjv.iorVfv.i; 

wherein Qiv.i a fully saturated, partially unsaturated or fully unsaturated one to 
six membered straight or branched carton chain wherein the cartrans, other than tiie 

15 connecting cartjon. may optlonaliy be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and saki carbon is optionally mono-, di- or tri-substituted 
Independently with halo, sakl cart»n is optionally mono-substituted witii hydroxy, said 
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di- 
substituted vwtii oxo. said nitrogen is optionally mono- or di-substituted with oxo, and 

20 said cart)on chain Is optionally mono-substituted with 

wherein Vw-i is a partially saturated, fully saturated or fully unsaturated ttiree to 
six rhembered ring opti'onaBy hawng one to two heteroatoms selected mdependentiy 
from o}^gen. sulfur and nitrogeri; 

25 wherein said V^-i substituent is optionally mono-. dK tri-. or tetre-substituted 

independenUy witti halo. (Ci-C6)alkyl, (Ci-C8)alkoxy, amino, nitro. cyano. (C,- 
C6)alkyloxycarbonyl. mono-N- or di-N.N-{Ci-C6)alkylamino wherein sakl (Ci-Ce)alkyl 
substituent is optionally mono-substituted with oxo, saki (C-C6)alkyl subsfitijent Is also 
optionally substituted vwth from one to nine fluorines; 

30 wherein eittier Riv^ must contain Viv or Riv-» must contain Viv.i; 

f^s , Riv< . Riv-7and R^^are each independentiy hydrogen, a bond, nitre) or halo 
wherein said bond is substituted with Tw or a partially saturated, fully saturated or fully 
unsaturated (C,-C,2) shaight or branched carbon chain wherein carbon, may optionally 
be replaced wifli one or two heteroatoms selected independentiy from oxygen, sulfur 
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and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted 
independenUy with halo,' said carbon is optionally nnono-substituted with hydroxy, said 
carbon is optionally mono-subsBtirted with oxo, said sulfur is optionally mono- or di- 
substituted with 0X0. said nitrogen is optionally mono- or di-subsfituted with oxo. and 
said carbon is optionally nwho^ubstituted with V, 

wherein is a partially saturated, fully saturated or fully unsaturated ttiree to 
eight membered ring optionally having one to four heteioatoms selected independently 
from oxygen, sulfur and nitrogen, or. a bicycfic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroaloms selected independentiy from 
nitrogen, sulfur and oxygen; 

■ wherein gaid substituent is optionally mono-, di- or tri-substituted 
independently with halo. (Cn-C6)alkyl. (C2-Ce)alkenyl. hydroxy. (C,.C8)alkoxy. (d- 
C4)alkylthio. amino, nitro. cyano. oxo, carboxy. (Ci-C6)alkyIoxyrarbonyl. mono^<4- or di- 
N,N-(C-C6)alkylamino wherein said (C,-C6)alkyl substituent is optionally mono-, dl- or 
tri-substituted independently with hydroxy. (CrC6)alkoxy. (C,-C4)alkylthio, amino, nitro, 
cyano. oxo, carboxy, (C,-C6)aikyloxycarixjnyl. mono-N- or di-N.N-(Ci-C6)alkylamino, 
sakl (Ci-CeJalkyl substituent is also optionally substituted with from one to nine 
fluorines; and 

20 wherein and R^^, or R^,^ and and/or Rw.7and R„,^ may also be 

taken together and can fomi at least one four to eight membered ring that is partially 
saturated or fully unsaturated optionally having one to three heteroatoms 
independently selected from nitrogen, sulfur and o)Qrgen; 

wherein sakJ ring or rings fonned by R.^^ artd R^,^. or R^,^ and FW^. and/or 
25 R«^7and are optionally mono-, di- or tri-substitUted Independently with halo. (C,- 
C6)alkyl. (C,-C4)alRylsulfonyl. (CrC6)alkenyI. hydroxy. (C-Ceialkoxy. (C-C4)alkylthio. 
anMno. nitro. cyano. oxo. cartwxy. (C-C6)alkyloxycart)ohyl, mono-N- or d|.N.N.(C- 
C6)alkylamino wherein saki (C-Ce)alkyl substituent is opflonally mono-, di- or tri- 
substituted independently with hydroxy. (Ci.C6)alkoxy. (C,-C4)alkylthfo. amino, nitro. 
cyano. 0x0. cartjoxy. (Ci-C6)alkytoxycart)onyl. mono-N- or dl-N.N-(Ci-C6)alkylamino. 
said (C,-Ce)alkyl substituent is also optionally substituted wifli from one to nine 
fluorines; 

with «ie proviso that when R^^ is cartjoxyl or (Ci-C4)alkylcarboxyl. then R«,.i is not 
hydrogen. 



30 
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Compounds of Formula IV are disclosed in commonly assigned pending U.S. 
Patent 6.197.786 the complete disclosure of whidi is herein incorporated by reference. 

In a prefenned eml)odlment, the CETP inhibitor Is selected from one of the 
following compounds of Fomnula IV: 

5 [2S,4S] 4^(3.5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-isopropyl-6- 
trifluoromethyl-3,4-dihydro-2HKjuinoline-1-carboxylic acid isopropyl ester; 

[2S,4S] 4-[(3,5-bis-trifIuoromethyl-benzyl)-methoxycarbonyl-amino}-6-chloro-2- 
cycloprbpyl-3,4-dihydro-2H-quinoline-1-carfaoxylic acid isopropyl ester, 

10 

[2S,4S] 2-cydopropyl-4-I(3,5-dichloro-ben^)-metho)Q(carbonyl-amino]^^ 

trifluoromethyl-3,4-dihydra-2H-quinoline-1-carboxylic acid isopropyl ester, 

[2S.4S]4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-Kyclo^^^ 
15 , trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add tert-butyl ester; 

[2R,4R]4-[(3,5-bis-trifluoromethyl-benzyl)- 

methoxycarbonyl-amino]-2-cydopropyl-6-trrfluoromethyl-3,4<li^^^ 
quinaline-l-carboxylic acid isopropyl ester; 

20 

[2S,4S]4-[(3,5-bis-trifIuoromethyl-benzyl^methoxycarbonyl-amino]-2H:ydopro 
trifluoromethyl-3,4-dihydro-2H-qulnoline-1-carbo)ylic add isopropyl ester; 

[2S.4S]4-[(3.5-bis-trifluoromethyl-ben2yl)Hifiethox^ 
25 trifluoromethyl-3.4-dihydro-2lH-quinoline-lKarbo)Q^licadd isopropyl est 

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-ethyl-6- 

trifluoromethyI-3,4-dihydro-2H-quin6llne-1-carboxyIic add isopropyl ester;' 
[2S,4S]4-[(3,5-bis-trifluoromethyl-benzid)-methoxycarl)onyl-amino>^^ 
30 6-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add isoprppyl ester. 

[2R.4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-ethyl^ 

trifluoromethyl-3;4-dihydro-2H-quinoline-1-carboxylicadd 2-hydro)cy-ethyl 
ester; ^ - ^ ' 

35 . 

[2S,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyI-amino]-2Hydoprop^ 
trifluoromethyl-3,4<lihydro-2H-quinoline-1-carboxyllc add ethyl ester; 

[2R.4S14-[(3,54)is-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-2-ethy^ 
40 trifluoromethyl-3,4-dihydro^2H-quinoline-1-carboxyllc add ethyl ester, 

[2S.4S]4-[(3,5-bis-trifluoromethyl-benzyl)-metho)cycarbonyl-ami^^^^ 

trTfluoromethyl-3.4-dihydro-2H-quinoline-1-carboxylic add propyl ester; and 

45 [2R,4S]4-[(3,5-bis-trifiuoromethyl-benzylVmethoxycart>onyl-amlno]-2-ethy^ 
trifluoromethyl-3.4-dlhydro-2H-<|uinoBne-1-carboxylic add propyl ester. 
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Another dass of CETP Inhibitors that finds utility with the present invention . 
consists of 4-amiho substitutEd-2.substituted-1.2.3A-tetrahydroqulno^^^^^ having the 
Formula V 




5 ' '^v^ f^v-i 

FormulaV 

and pharnradeutically acceptable salts/enantiomers/orster^^ 
compounds; 

10 wherein Rv.i Is Yv,Wv-Xv or Wv-Yv; 

wherein Wv Is a carbonyl, thiocarbonyl. sufflnyl or sutfonyl; 

Xv Is iO-Yv, -S-Yv, -N(H)-Yv or -N-(Yv)2; 

wherein Yy for each occunence Is independently Zv or a fully saturated, 

partially unsatarated or fully unsaturated one to ten membered straight or branched 
15 rartwn chain vi^ereln the carbons, other than the connecting carbon, ma^ 

be replaced with one or Iwo heteroatoms selected Independently from oxygen, sulfur 

and nitrogen and said carbon is optionally mono-, dl- or tri-subsffiutedi' indepindefidy 

with hato. said cait)on is optionally moro^bstituted with hydroxy, said carbon Is 

optionally mono-substituted with oxo. sakJ sulfur Is optionally monch or di-substibited 
20 with 0X0. said nitrogen is optionally mono-, or dl-substltuied with o)©* and said carbon 

chain is optionally mono-substituted with Zv: 

wherein Zv is a partially saturated, fully saturated or fully unsaturated three to 

eight membered ring optionally having one to four heteroatoms selected independerrtly 

from oxygen, sulfur and nitrogen, or a bicydic ring consisting of two fused partially 
25 saturated, fully saturated or fully unsaturated three to six membered rings, taken 

independently, optionally having one to four heteroatoms selected Independently from 

nitrogen, sulfur and oxygen; 

wherein said 2v substituent is optionally mono-, di- or tri-substituted 

independently with halo. (CrC6)aIkenyl. (Ci-Ce) alkyl. hydroxy. (C,-C6)alkoxy. (C,- 
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C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (Ci-C6)alkyloxycarbpny|. mono-N- or di- 
N,N-(Ci-C6)alkylaminp wherein said (Ci-Ce)alkyl substituent is optionally mono-, di- or 
tri-substituted independently with halo, hydroxy, (CrC6)alkoxy. (CrC4)alkylthio, amino, 
nitro, cyano, oxo, carbo;Q^, (Ci-C6)alkylo;ycarbonyl, mono-N- or dl-N,N-(Cr 
5 CJelialkylafnino, said (Ci-C6)alkyl substituent is also optionally substituted with from one 
to nine.fluorines; 

Rv.2 is a partially saturated, fully saturated or fully unsaturated one to six 
membered straight or branched carbon chain wherein the cartwns, other than the 
connecting carbon, may optionally be replaced. with one or two heteroatoms seleded 

10 . independently from oxygen, sulfur and nitrogen wherein said carbon atoms are ^ 

optionally (Tionq-, di- or tri-substituted independently with halo, said carbon is optionally 
mono-siubstituted with oxo. said, carbon is optionally mono-substituted with hydroxy, 
said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally 
mono- or di-substituted with oxo; or said Rv-2 is a partially saturated, fully saturated or 

15 fully unsaturated three to seven membered ring optionally having one to two 

heteroatprre setected independently from oxygen, sulfur and nitrogen, wherein said 
Rv.2 ring is optionally attached through (Ci-C4)^^ 

wherein said Rv^ ring is optionally mono-, di- or tri-substituted independently 
with halo, (C2-C6)alkenyl, (Ci^)alkyl, hydroxy. (Ci-Ce)alkoxy, (Ci-C4)alkylthio. amino, 

20 nitro, q^ano, oxo, carboxy. (Ci-Cfi)alkyloxycarbonyl, mono-N- or di-N,N-(Ci- 
Ca)alkylamino wherein said (CrC6)aIkyl substituent is optionally mono-, di- or tri- 
substituted independently with halo, hydroxy, (Ci-C6)alkoxy. (Ci-C4)alkylthio, oxo or 
(Ci-C6)alkyk)xycartDonyl; 
Rv-3 is hydrogeri qr Qy; 

25 vvhereinQvJsafullyjsaturaled.p^^ 

six membered straight or branched carbon chain wherein the cart>ons, other than the 
connecting carbon, may optionally be replaced with one heteroatom seleded from 
oxygen, sulfur and nitrogen and said cariDon is optionally mono-, di- or tri-substituted 
independently with halo, said carbon is optionally mono-substituted with hydroxy, said 

30 carbon is optionally mono-substituted with oxo. said sulfur is optionally mono- or di- 
substituted with oxo, said nitrogen is optionally mono-, or di-substltuted with oxo, arid 
said carbon chain is optionally mono-substituted with Vv; 

wherein Vv is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected independently 
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10 



15 



20 



25 



30 



from oxygen, sulfur and nitrogen, or a bicydlc ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
Independently, optionally having one to four heferoatorns selected independently from 
nitrogen, sulfur and o}^gen; 

wherein said Vv 8ul)stituenr is optibnalV ntonc>^ 

independently with halo. {C,.Ce)alkyl. {C2.C8)alkenyl. hydroxy. (Ct-Ce^^^^^ 

C4)alkylthlo. amino, nitro. cyano. oxo. cartwxamoyl. mbnd^or dl-N.N-(C,.C8) 

all<ylcarboxamoyl. cartxjxy. (C,<^)alkyk)xycart)onyl, TO 

Ce)aIkylamino v^^erein said (C,^)alkyl or (CrCejalkenyl sute^^^ 

mono-, di- or tri-substituted independently with hydroxy. (C,-C,^^^ 

amino, nitro. cyano. oxo. cartwxy. (C-Ce)alkyto>(ycarbbhyl. mono4M-ordW^;N:(Cr 

Ce)alkylamino. said (C,-Ce)alkyl or (Ca-C6)alkenyl substituents are also optionally 

substituted with from one to nine fluorines; 

Rv^ is cyano. forniyl. Wv-iQv^. Wv.iVv.,. (Ci-G4)alkylene\^^^ 

wherein Wv-i Is cart)onyl.thiocarbonyl. SO or SO2. • 
wherein CK,.i a fulV saturated. partially unsaturated or fully u 
six membered straight or branched cart)on chain wherein the carijoris may optionally 
be replaced With one heteroatom selected from oxygen, sulfur and nitrogen and said 
carbon is optionally mono-, di- or tri^ubstituted independently with halo, said «riDon is 
optionally mono^ubstituledwith hydroxy, sakl carbon is optionally mono-substituted 
with 0X0. said sulfur Is optionally mono- or dl^ubstituted with 0x0. said nitrogen is 
optlorially mono-, or d^substituted with 0x0. and said carbon chain is optionally mono- 
substituted with Vv.i; 

wherein Vv., Is a partially saturated, fully saturated or fully uhsirturated three to 
six membered ring optionally having one to two heteroah^ns selected Independently • 
from oxygen, sulfur and nitrogen, or a bteycRc ring consisting of two fused partially 
saturated. ful|y saturated or fully unsaturated three to six merhbered rings, fak^n 
independently, optionally having one to four heteroatoms selected independently from 
nitrogen, sulfur and 0)7gen: 

wherein said Vy., substituent is optionaily rriono-. dK tri^. or tBt^ubsfituted 
independently with halo. (C,-Ce)alkyl. (C,-Ce)alkoxy. hydroxy. 0x0. amino, nitro. cyano, 
(CrCe)alkyloxycarbonyl. mono^^- or di-N.N-(C,.C6)alkyIamino wherein saW {C- 
C6)aikyl substituent is optionally mono-substituted with 0x0. said (C-Ce)alkyl 
substituent is also optionally substituted with from one to nine fluorines; 
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wherein Vv.2 is a partially saturated, fully saturated or fully unsaturated five to 
seven membered ring containing one to four lieteroatoms selected independently from 
o)^en, sulfur and nitrogen; 

wherein said Vv^ substituent is optionally mono-, di- or tri-substituted 
5 independently with halo, {Ci-C2)alkyl. (CrC2)ali<oxy, hydroxy, or oxo wherein said (Ci- 
C2)alkyl optionally has from one to five fluorines; and 

wherein Rv^ does not include oxycarbonyl linked directly to the c;* nitrx)gen; 

wherein either Rv^ must contain Vv or Rv-* must contain Vv-i; - . 

Rv^ I Rv-6 . Rv-T and Rv-e are independently hydrogen, a bond, nitro or halo 
10 wherein said bond is substituted with Tv or a partially saturated, fully saturated or fully 
unsaturated (CrCia) straight or branched carbon chain wherein caribon may optionally 
be replaced with one ortwo heteroatpms selected independently from oxygen, sulfur 
and nitrogen, wherein said cart)on atoms are optionally mono-, di- or tri-substituted 
independenfly with halo, said cartDon is.optionally monorsubstituted with hydroxy, said 
15 carbon is optiqrially mono-substituted with oxo. said sulfur is optionally mono- or di- 
substftuted with oxo, said nitrogen is optionally moinp- or di-substituted with pxp, and 
said cartDon c*aih is optionally mono-substituted 

wherein Ty is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring^ optionally having one to four heterdatomsl selected 
20 independently from oxygen, sulfur and nitrogen, or a bicydlc ring consisting o* two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken Independently, optionally having one to four heteroatoms selected 
independentiy fifom nitrogen,, sulfur and oxygen; 

wherein said Tv substituent is optionally, nriorio-, d'h or tri-substituted 
25 independenfly witii halo, (Ci^)alkyl. (CrC6)alkenyl, hydroxy^ (Ci-C6)alko)y, (d- 

C4)alkylthio, amino, nitro. cyanp. oxo, cart)oxy, (CrC6)alkytoxycart3onyl, mono-N-ordi- 
N,N-(Ci-C6)alkyiamino wherein said (Ci-C6)alkyl substituent is optionally mono-, di- or 
tri-substituted independentiy with hydroxy. (Ci-C6)alkoxy, (Ci-C4)alkylthio. amino, nitro, 
cyano. oxo. carboxy, (Ct-C6)alkyloxycarbonyl, mdno-N-or di-N,N-(Ci-C6)alkylamino, 
30 said (Ci-C6)alkyl substituent also optionally has from one to nine fluorines; 

wherein Rv-s and , Rv^, or Rv^ and Rv.7. and/or Rv.7 and Rv^ may also be taken 
together and can fomi at least one ring that is a partially saturated or fully unsaturated 
four to eight membered ring optionally having one to three heteroatoms independentiy 
selected from nitrogen, sulfur and oxygen; 
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whereirisafd rings fbriified by Rv^ and Rv* or Rv^ and Rv.7. and/or Rv.7 and 
Rv* are optional^ mono-; di- or tri-substituted Indiependently with halo, (Ci-iC8)alkyI, 
(Ci.C4)alkylsulfonyl. (CrC8)alkenyl. hydroxy, (Ci-C6)alkoxy, (Ci-d4)alkylthlo, amino, 
nitro, cyano, 0x0, carboxy, (Ci-C6)alMoxycattonyl, monb-N- 6rdi-N,N-(Ci- 
5 C6)alkylamlrip wherein said (C,.C8)aikyl substituent is optionaily mono-, di- or tri- 
substituted independently with hydroxy. (C,-Ce)alkoxy, (Ci-C4)a]l<ylthib, amino, nitro] 
cyano, 0x0. carboxy. (C,-Q,)alkyloxycarbonyi. nrK)no-N-OrdW^.N-(Ci-C6)kcyiamino, 
said {C,-C6)alkyl substituent also optionally has from one to nine fluorines. 
Compounds of Fomiula V are di^osed in (X)^ 
10 U.S. Patent 6,140,343 the'doniplete disdosure of whit*i Is herein Incorporated by 
reference. 

In a preferred embodiment, the CETP inhibitor Is selected iftom one of 
thefoildwingcompbundsof FbrinijIaV: • 

[2S,4S]4-[(3.5-bis-tHflUdronibthyl-ben^Hoi^ 
15 . tnfluprpiT»thyl-3.4KJihydro-2H-quinonne-lKa 

[2S,4S] 4-[(3.54ji^triiflubrbmethi^^ ■ ; - 

trifluoronfiethyl-3,4-dlhydror2H<|uinollne-1-cartxMQrfic acid propyl es^^ 

20 {2S,4S]4-[acetyK3,5-bls-triflubrornethyf-behzyi)-amino]-2-<ydop^^ 
triflup,ri9ix^thyW.4-dihydro-2H-c|uinoline-1-caribo)q/li^ 

[2R.4S] 'Hacetyl^3;5-bis-tri*itiorbfTiethyl-b^ 4. 
dihydrp-2H-quinoline-1-carbo)q«cacid Isopropyl esten 

25 

[2R.4S] 4-[acetyK3.5-bis-trifiuoromethyl-beh2yl)-amliTb>2-methyl 4. 
dihydro-2H-qulnoline-1-carboxylic add ethyl ester. - • : ; v, ' 

[2S.4Sl4-[1i(3;5^bls-triflubrontetfii^^h2^ 
30 dihydro-2H-quirioliner1-caibp)q*caddisop^ 

I2R,4S] 4-[ad9ty^(3.5-bis-trifluorbmethi1-benzyI)-amifii^^^^ 4. 
d|hydn>-2H-quinoiine-1-carbo3q^c add ethyl ester 

35 [2S,4S]4^acetyl^3,5-bis-trifluor6rnethyi4)en2yl)-anfiino]-2^^ 

trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add isopropyl ester, 

(2S,4S1 4-Iace^3,5-bis-trifluorbiTiethyl-ben2yl)nailTin6]^^ 

frifluoromethyI-3.4-dihydro-2H-quinoline-1-carboxyiic add propyl ester 

40 r f/ I 

I2S,4S] 4-{acetyH3.5-bis-triflubromethyl-benzyl)-amino]-2-cydopropyj-6- 

trifluoromethyl-3.4-dihydro-2H-quinoline-1-carboxyiic add ethyl esten 

[2R,4S] 4-I(3,5-bis-trifluon3methyl-ben^HonT»yl-£imino]-2-ethyl-6-trifluoromethyl-3,4- 
45 dihydro-2H-quinoline-1-carbo)^ add isopropyl ester. 
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[2R,4S]4-[{3.54)is-trifluorome%l-benzyl)-fonTiyl-^ 

dihydro-2H-quinoIine-1-carboxylic acid ethyl ester; 

[2S.4S]4-[acetyK3.5-bis-trifluorornethyl-ben2yl)-amino]-2-cyclopropyl^^ 

triflLioromethyl-3.4-dihydro-2H<|uinoline-1-carboxylic acid isopropyl ester, 

[2R,4S14-[(3,54)is-trifluoromethyl-beri2yl)-formyl-amino]-2-e%^ 
dihydro-2H<|uinoRne-1 -carboxylic add ethyl ester; 

{2S,4S] 4-C(3,54)is-trifluoromethyl4>enzylHormyl-amino]-2-^^ . 
triflubromethyl-3,4<iihydrc>2HHquinoline-1-carbp^ add ethyl ester. 



[2R,4S] 4-[(3.54)is-triflupromeftyhbenzylH^ 
15 dihydro-2HKiuinoline-1 -carboxylic 

[2R,4SJ 4-[acetyl-{3,5-bis-tiffluorqm^ 

dihydro-2HKiuinoiine-1-carbo>ylic add iso()rppyl ester. 



20 



Anotfier class of CEtP inhibitors that finds , 
invention consists of (^doalkano-pyridines having the Formula VI 




• Si' 



iFormuiaVl 

25 and pharmaoeutically acceptable salts, enantbmers, or stereoisomers of said 
compounds; 

in which * 

Avi denotes an aryi writaihlhg 6 to 10 carbon atoms, which Is optionally 

substituted with up to five identical or different substituents in the fomi of a halogen, 
30 nitro, hydrwQrt, trifluoromethyl, trifluoromethoxy or a straight-chain or branched alkyl. 

acyl, hydrQ)ya!kyl or alkaxy containing up to 7 carbon atoms eadi, or in flie fomi of a 

group according to the formula -BNRvwRvm. wherein . 

RvM and Rvm are identical or different and denote a hydragen, phenyl or a 

straight-chain or branched alkyl containing up to 6 carbon atoms, 
35 Dvi denotes an aryl containing 6 to 10 carbon atoms, which is optionally 

substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluorometinoxy, or a radical 

according to tiie formula Rv^Lvp, 
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25 




or Rvi^TvrVvrXvi, wherein 
5 Rvw. RvM and Rvw denote, independently from one another, a cydoalkyi 

containing 3 to 6 carbon^toms, or ah aryl containing 6 to 10 carbon atom or a 5- to 7- 
membered, optionally benzo^xMidensed, saturated or unsaturated, mono-, bi- or 
tricyclic heterocyde containing up to 4 heteroatoms from the series of S, N and/or O. 
■ wherein the.rings are optlbnaliy substituted, in the case of the nitragen-coritaining rings 
.10 also via the N funcBoni with Up to fiw jdOTtlcai' w substifaients in the fomi of a 

halogen, trffluoromethyl, nitro. hydroxyl. q^no. carboxyl, trifluoromethoxy. a straight- 
chain or ^rahdied^a^^ alko)y or aikoxycarbonyl containing 
up to 6 carbon atc^fis eiich. an aiyl of trffliioro^ 6 to 10 
carbon atoms each, or an optionally benzo-condensed. aromatic 5- to 7-membered 
15 heterocyde containing up to 3 heteoatoms from the series of S, N and/or O. and/or in 
the «Dmi of a group according to the fomiula BORvfl.,o. -SRvm,, -SOaRvHa or BNR^ 
isRvi-M. wtierein 

RvHo. Rvm and Rvn2 denote, independently fliom one another, an aiyl 
containing 6 to 10 carbon atoms, which is ini turn substituted with up to two identical or 
20 different substituents in the fom>of a phenyl, halogen or a straight-chain or branched 
alkyi containing up to 6 carbon atoms, 

Rvn3 and Rvi-uare identical or different and have the meaning of Rvw and Rvm 
given ^bdVe,' or 

Rifw and/or denote a radical acconling to the fomiula 




' Ri/il? denotes a hydrogen or haid^e^^^ 

R\M denotes a hydiogen. halogen, a23cto, trffluoromet^^ 
trifluoromethoxy. a straight-chain or branchied alkoxy or alkyI containing up to 6 carbon 
atoms each, or a radical according to the formula 
3° -NRvMsRvwe. 
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wherein 

Rvus and Rvue are identical or different and have the meaning of Rvi^ and Rvi^ 
given above, or 

Rvi.7 and Rvw together fonn a radical according to the fonnula =0 or =NRvi.i7, 
5 wherein 

RivnT denbtes a hydrogen or a straight-diain or branched alkyi, allcoxy or acyl 
contaning up to 6 carbon atoms each, 

U denotes a straight-chain or branched alkylene or alkenylene chain 
containing up to 8 carbon atoms each, which are optionally substituted with up to two 
10 hydrbxyl groups. 

Tvi and Xvi are identical or ^^^^^^ straight-chain or branched 

alkyiaie chain cohfeihirig up to 8 carbon atoms, or 

tvi of denotes a bond, 

, RvM8 denotes a hydrogen or a straight-chain or branched alley! containing up to 
6 feadbdn atoms or a phen^^ 

Evi denoteis a cydoalkyi containing 3 to 8 carbon atoms, or a straight-chain or 
branched alkyl containing up to 8 carbon atoms, which is optionally substituted with a 
cydoalkjrt containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is optionally 
20 substituted with a halogen or trifle 

Rvn and R>j^ together fonm a straight-chain or branched alkylene chain 
containing up to 7 carbon atoms, which must be substituted with a carbonyl group 
and/or a radical according to the fonnula 

(CHj)^ CH ^"'^ -' •■■^l'-- '.- ■ 1^ ' 

25 wherein 

a and b are Wentical or different and denote a number equaling 1 , 2 or 3, 
Rvn9 denotes a hydrogen atom, a cydoalkyi containing 3 to 7 carbon atoms, a 
straight-chain or branched silylalkyi containing up to 8 carbon atoms, or a straight- 
chain or branched alkyl containing up to 8 carbon atoms, which Is optionally 
30 substituted with a hydroxyl. a straight-chain or a branched alkoxy containing up to 6 
carbon atoms or a phenyl, which may in turn be substituted with a halogen, nitro. 
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trifluoromethyl, trifluoromethoxy or phenyl or tetrazole-substituted phenyl, and an alkyi 
that is optionally substituted with a group according to the formula BORvi.22, wherein 

Rvi.22 denotes a straight-chafn or branched acyl containing up to 4 carbon 
atoms or benzyl, or 

5 Rvno denotes a straight-'chain or branched acyl containing up to 20 carbon 

atoms or benzoyl, which Is optidnaily substituted with a halogen, trifluoromethyl. nitro 
or trifluoromethoxy. or a straight-chain or branched fluoroacyl containing up to 8 
carbon atoms, 

Rvi.2o and Rv^ai are identical or dtfferent and denote a hydrogen, phenyl or a 

10 straight-chain or branched alkyI containing up to 6 carbon atoms, or 

Rvi.2o and Rvi.21 together fonn a 3- to 6-membered carixxydic ring, and a the 
carbocyclic rings formed are optionally substituted, optionalJy also geminalJy. with up to 
six identical or different substituents in the forni of trifluoromethyl. hydroxyl, nitrite, 
halogen, carboxyi; nitro. azido, cyano. cycloalkyi or cycloalkyloxy containing 3 to 7 

15 carbon atoms each, a straight-chain or branched alkoxycarbonyl. alkoxy or alkylthio 
containing up to 6 carix)n atoms each, or a straight-chain or branched alky! containing 
up to 6 carbon atoms, which is in tum substituted with up to two identical or different 
substituents in the fbmi of a hydroxyl. benzyloxy, ttfluoromethyl, benzoyl, a straight- 
chain or branched alkoxy, oxyacyl or carboxyi containing up to 4 carbon atoms each 

20 and/or a phenyl, which may in tum be substituted with a halogen, trifluoromethyl or 
trifluorbmettio)^, and/or the carbocyclic rings fonmed are optionally substituted, also 
geminally. with up to five identical or diifferent substituents in the forni of a phenyl, 
benzoyl, thiophenyl or sulfonylbenzyl. which in tum are optionally substituted with a 
halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally in tiie forni of a 

25 radical acobrding to the fomiula 

1.2 ^^^^*^2)c\^ ! 

-SOrCsHs, -(CO)dNRvi.23Rvi.24 or =0. 

wherein 

c is a number equaling 1. 2. 3 or 4, 
30 d Is a number equaling 0 or 1, 

Rvi-23 and Rvi.24 are identical or different and denote a hydrogen, cycloalkyi 
containing 3 to 6 carbon atoms, a straight-chain or branched alkyI containing up to 6 
cariDon atoms, benzyl or phenyl, which is optionally substituted with up to two identical 
or different substituents in tiie forni of halogen. trifluoromeUiyl. cyano. phenyl or nitro. 



.onfYiirv ^wn f wno noosAo i_>. 
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and/or the carbocyclic rings formed are optionally substituted with a spiixHinked radicai 
according to the formula 

wherein'- 

5 Wvi denotes either an oxygen atonn or a sulfur atom, 

Yvi and Y^^ together fomi a 2- to 6-membered straight-chain of branbhed 
alkylene chain, 

e is a number equaling 1 . 2, 3, 4, 5, 6 or 7, 

f is a number equaling 1 or 2, 
10 Rvi-25, Rvi.26. Rvi-27i Rvi.28i Rvi-29t Rvi-so and Rvwt are identical or difFereht and 

denote a hydrogen, trifluoromethyl. phenyl, halogen or a straight-chain or branched 
allcyl or alkoxy containing up to 6 carbon atomis each, or 

Rv^25 and Rvj^ or Rvi.27 and Rvi-2a each together denote a straight-chain or 
branched ajkyi (±ain containing up to 6 carbon atoms or 

1 5 Rvi-25 and Rvi.26 or Ryi.27 and Rvk28 each together form a radical according to tiie 

formula 



wherein 

Wvi has the meaning given above, 
20 g is a number equaling 1,2, 3, 4, 5, 6 or 7, 

Rvi-32 and Rvi^ togeflief form a 3- to 7Hnembereci heteroc^de, which contains 
an oxygen or sulfur atom or a group according to flie fonmula SO, SO2 or BNRvi^, 
wherein 

Rvw4 denotes a hydrogen atom, a phenyl, benzyl, or a straight-chairi or 
25 branched alky! containing up to 4 carbon atoms, and salts and N oxides ttiereof , witti 
the exception of 5(6H)-quinolones. 3-benzoyl-7,8-dihydro-2,7,7-trime«TyM-phenyl. 

Compounds of Fomiula VI are disclosed in European Patent Application No. 
EP 818448 A1. U.S. Patent 6,207,671 and U.S. Patent 6.064,148 the complete 
disclosures of which are herein incorporated by reference. 
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In a preferred embodiment, the CETP inhibitor is selected from one of the 
following compounds of Fonmula VI: 

2Kydopentyl-4-(4-fluorophenyl).77-dimethyl-3-(4-trifluoro 6 78- 

tetrahydro-1H-qulnolin-5-one; ^/ . . . 

5 

2KyclopenlyI-4-{4-fiuorophenyl)-77<lmiethyh3-(4-trifiuoroin^ 

6H-quinolin-5-one; ' 

I2-cyclopentyl-4-{4-fluorophenyl)-5-hydroxy-77-dimethy|.5.67.8^trah 
10 yQ-(4-trifluoromethylphenyf)-m6thanone; < 

[5KHJUtyldimethy|sllanyloxy)-2Hydopentyl-4-(4-fiuorop^^^ 67 8- 

tetrahydroqufn6lifv3->^.(4-trifluoron^thylphenyl)-meft^ ' ' ' 

1 5 I5-(t-butyldimethylsilanylo)Qr)-2-(ydopentyl-4-{4-fluorophenylK7Klimet^ 6 78- 
, tetrahydixx|uirK)lin-3-yO-(4-trifluorDrnethylphenyl>mem^^ 

5-(t-butyldimethylsilany|oxy).2-cydopentyl-4-(4-fluorophenyl)-3-{fluoro.(^ 

2-cydopentyl-4-(4-fluorophenyl)- 3-[fluoro-(4-trifluoromethylphenyl)-methyn-7 7- 
dimethyl-5.6,7.8-tetrahydroquinoltn-5-ol.' 

Another cfass of CETP inhibitors that finds utility with the present Invehtkih 
25 consists of substituted-pyridines having the Formula VII 




Forniula VII r . , 

or a phanTuiceutically aa»ptable salt or tautomer thereof, 
30 wherein 

RvI^2 and are independently selected from the group consisting of 
hydrogen, hydro>Q^, alkyi, fluorinated alkyl, fluorinated aralkyl, chlorofluorinated alkyi, 
cydoalkyi, heterocydyl. aryl, heteroaryl, alkoxy, alkoxyalkyi, and alkoxycarbonyl; 
provided, that at least one of Rvn.2 and Rv,w is fluorinated alkyl, chlorofluorinated alkyl 
35 oralkoxyalkyl; 

RvM is selected from the group consisting of hydroxy, amWo, arylcarbonyl, 
heteroarytearbonyl, hydroxymethyl 
-CHO. 
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-CO2RV11-7, wherein Rvl^7 is selected from the group consisting of hydrogen, alkyi and 
cyanoalkyi; and 

whWeih RvrtMsa is selected from the group consisting of . 
5 halogen, alkylthio, alkenj^thlo, alkynylthio. arylthio, heteroarylthio, heterocydylthio, 
alkoxy. alkenbxy, alkynoxy, aryloxy, heteroaryloxy and heterocydyloxy, and 

Rvinea IS selected from the group consisting of alkyI, haloalkyl. alkenyl, , 
haloalkenyl, alkynyl, haloalkynyl, aryl, heteroaryl. and heteix)cydyl, arylalkoxy. . 
trialkylsiiyloxy; 

1 0 Rvii4 is selected from the group consisting of hydrogen^ hydroxy, halogen, 

alkyl. alkenyl, all^yi, cydoalkyi, cydoalkenyl. haloalkyl, haloalkenyl, haloalkynyl, aryl, 
heteroaryl, heterocydyl. cydoalkylalM, cydoalkenylalkyi, aralkyi, heteroarylajkyi, , 
heterocydylalkyi, cydoalkylalkenyl. (^doalkenylalkenyl, aralkenyl, hetereoarylalkenyl, 
heterocydylalkenyl, alkoxy, alkeno^y, alkynoxy, aryloxy, hetert>aryloxy, 

15 heterocydyloxy, alkanoyloxy, alkendyloxy, alkynoyto)Qr, aryloyloxy, heteroaroyloxy, 
heterocydyloyloxy, alko)ycarbonyl, alkeno)q?carbonyl, alkyno)ycarl)onyl, 
aryloxycarbonyl, heteroaryloxycarbonyl, heterocydyloxycarbonyl, thio, alkylthio. 
alkenylthto, alkynylthio. arylthio, heteroarylthto, heterocydylthio. cydoalkylthio. 
cydoalkehylthio, alkylth/oalkyl. alkenylthioalkyi, alkynylthloalkyi, arytthloalkyl, 

20 heteroarylthioalkyl. heterocyclylthioalkyl. alkylthioalkenyl. alkenylthloalkenyl, 
alkynylthioalkenyl, arylthioalkenyl, heteroarylthioaikenyl. heterocydythioaikenyl, 
alkyiamino, alkenylamino. alkynylamino. arylamino^ 

heterocyclylamino, aryldialkylamino. diarylamino, diheteroarylamino. alkylarylamino, 
alkylheteroarylamino. arylheteroarylamino, trialkylsilyl, trialkenylsilyl, triarylsilyl, 

25 -CO(0)N(RviKBaRvm). wherein Rv,|^ and Rvn^ are independently selected from the 
group consisting of alkyl. alkenyl, alkynyl, aryl. heteroaryl and heterocydyl. -SOaRviw, 
wherein Rviw is selected from the group consisting of hydroxy, alkyl, alkenyl, alkynyl, 
aryl, heteroaryl and heterocydyl, -OP(O)(0Rv,M0a) (ORv«,iob). wherein Rv,Moa and Rv,Mob 
are Independently selected from the group consisting of hydrogen, hydroxy, alkyi. 

30 alkenyl. alkynyl, aryl. heteroaryl and heterocydyl, and -OP(S) (ORvima) (ORvimb). 
wherein RviMia and Rvinib are independently seleded from the group consisting of 
alkyl, alkenyl, alkynyl, aryl. heteroaryl and heterocydyl; 



wo 03/000295 



PCT/IB02/01571 



-45- 

RvM is sebcted finom the group consisting of liydrogen, hydroxy, halogen, 
alky], alltenyl, all<ynyl. cycloall«yl, cydoalltenyl, haloalkyl. haloallcenyl, haloallcynyl, aryl. 
heteroaryl, heterocydyl, alltaqr, all<eno)Qr, all<ynoxy, aryloxy, heteroaryloxy, 
hetenx^dylo}^, alic^carbonyloxyalkyl, ail(enytcarbonylo)7alkyl, 
5 all<ynj*artx)nyIo;^lkyl, arylcafbonyloxyalkyi, heteroarylcartjonyloxyaikyl, 

heterocyclylcarbonyloxyall<yl, cycloall<ylalkyl. cydoallcenylalkyl. araikyi, heteroarylalkyi, 
heterbcydylall<yl, cycloalkylalkienyl, cydoallcenylall<enyl. araikenyi. heterparylalkenyl, 
heterocydyialkenyl. aiikylthibalkyi, cydoalkylthioalkyi, alkenylthioalkjrt/alliynylthioal|^^ ^ 
aiylthioaIkyl,heteroaHrttlTi6alkyl/heter^ 
10 alkenylthioalkenyi; allQrnylfliidaikenyl, aryl^^ heteroarylthioalkenyl, 
heterocydylthidsilk^nyl/alkbxyall^l/alkenoxyal^^ 

heteroatyloxyalkyi, heterocydyloxyalkyi, alkoxyalkenyl, alkenoxyalkenjrt, 
alkynoxyalkeriyl. aryloxyalkenyl. heteroarylo)ciralkenyl. heterocyc^oxyalkenyl, cyano. 
hydroxymethyl, -CO^va-u, wherein Rvb-m is selected from the group consisfing of alkyi, 
15 alkeriyl/all^jiiiyl.aiyl, hkerdaiyi^a^^^^ 

~^9"~~^l|.16b 

wherein Rvinsb is selected from the group consisting of hydro;^', hydrogen, 
halogen. alkj/Whh, alkenylthio, alkynylthio. arylthio, heteroaiylthio, heterocydylthio, 
alkoxy, ailkehoxy. alkynbxy. aryloxy, heteroaryloxy, heterocydyloxy, aroyloxy. and 
20 alkylsuKbriyiojQr, and 

Rvn-itt is selected form the group consisting of alkyl. srikenyl. alkynyl, aryl. 
heteroaryl. heterao^dyl, arylaiko>y. and trialkylsilyloxy; 

-CHj-S-C-N^ 

whereifl Rviny and Ryine are independently seled6d from the group dorisistlng 
25 of alkyl, cydoalkyl. alkenyl, ailqrriyl, aryl. heteroaryl and heterocydyl; ■ 

O 

• :•■ II- ■ . 

. " RviM9 
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wherein Rvino is selected from the group consisting of alkyl, cydoalkyl, alkenyl. 
alkynyl. aryl. heteroaryl, heterocyclyl. -SRvii.20, -ORviwi. and BRvH.22CO2Rv11.23. wherein 

RvB-20 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl. heterocyclyl, aminbalkyi, aminoalkenyl, aminoalkynyl, amlnoaryl, 
5 aminoheteroaryl, aniinoheterocydyl, alkylheteroarylamino, aiylhetera^ 

Rviwi is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
heteroaryl, and heterocyclyl, 

Rvii.22 is selectied from fte group consisting of alkylene or arylene, and 

Rvn.23 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 
10 heteroaryl, and heterocyclyl; 

O 

• / . II 

-C-NH.R^,,, 

wherein RvfK24 is selected from the group consisting of hydrog^ 
cydoalkyl, alkenyl. alkynyl. aiyl, heteroaryl, heterocydyl. aralkyi, aralkenyl. and 
aralkynyl; 

C=N 



15 -C '^1^5^ 

wherein Rv^as is heterocydylidenyl; 



CH2-N 



\ 

wherein Rviu26 and are Independently selected firom the group consisting 
of hydrogen, alkyl, cydoalkyl, alkenyl, alkynyl. aryl, heteroaryl, and heterocydyl; 
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- C - NH2 



6 5 



-C-,.C-NH2 



6 R 

CH2-S-C-N 

\ 



wherein Rvi«8 and Rvu-zg are independently seleded from the group consisting 
5 of hydrogen, alkyl, dydoalkyl, alkenyl. alkyhyl, aryl^ heteroaryl, and heterocydyl- 

............... -OQ--^>.'-.V'. ' 

II II . • 



-C-P-R. 

'^vii-ai 



1-30 



wherein and Rviw, are independently aikojy, dkenoxy, alkynoxy, arytoxy, 
heteroaryloxy, and heterocyclylo)Qr; and 

-C-S-R^,^ 

10 wherein Rviwa and Rviws ^re independently selected from the group consisting 

' of hydre)gen.alkyl,:cycloaIkyl, alkenyl, alkynyl, aryl. heteroaryl. and heterobydyf- 

-C = N-OH 

C == C - SI(Rv„^)3 

wherein Rviwe is selected from the group consisting of alkyi, alkenyl, aryl, 
heteroaiyl and heterocyclyl; ^ 



nnnirv <wn fyvwwQSAi? 1 > 
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— N 

■ ■ • ■ • \ • • •• • . 

vvherein Ryii-37 and R\rti:a8 are independently select 
of hydrogen, alkyi, cycloalkyi, alkenyl, alkynyl. aryl, heteroaryl. and heterocydyl; 

5 wherein Rv«-39 is selected from the group consisting of hydrogen, alkoxy, 

alkendxy, alkynoxy. aryloxy. heteroaryloxy, heterocyclyloxy. alkylthio, alkenylthio; 
alkynylthio, arylthio, heteroaryltiiio and heterocydylthio, and 

RviMo is selected from the group consisting of haloalkyi, haloalkenyl, 
haloalkynyl, haloaryl, haloheteroaryl. haloheterocyclyl, cydoalkyl. cycloalkenyl, 
10 heterocyclylalkoxy, heterocydylalkenoxy. heterocydylalkynoxy, alkylthio. alkenytthio, 
alkynylthio, arylthio, heteroarylthio and heterocydylthio; .../^ 

-N=RviMi, 
wherein RviMi is heterocydylidenyt; 

b 

II 

15 wherein RvuUz is selected from the group consisting of hydrogen, alkyI, alkenyl, 

alkynyl, aiyi; heteroaryl, and heterocydyl, and 

RviM3 is selected from the group consisting of hydrogen, alkyI, alkenyl, alkynyl. 
aryi. heteroaryi, heterocydyl. cydoalkyl. cycloalkenyl. haloalkyi, haloaikenyl. 
haloalkynyl, haloaryl, haloheteroaryl, and haloheterocydyl; 

O 

II • . 
20 -NH-C.NH.R,„^ 

wherein Rvim4 is selected from Hie group consistihg of hydrogen, a\ky\, 
cydoallcyl, alkenyi, all<ynyl. aryl, heteroaryl and heterocydyl; 

-N = S = 0: 
-N = C = S; 

25 -N = C = 0; 
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-Na: 

-SRviM5 

wherein Rvn^ is selected from the group consisting of hydrogen, all<yl, alkenyl, 
alkynyl, aiyl. heteroaryl, heterotydyl. haloalkyl. haloalkenyl. haloalkynyi. hatoaryl. 
5 hakjheteroaiyl. haioheterocydyl, heferocydyl. cyctoalkylalkyf. cydoalkenylalkyl. aralkyl. 
heteroarylalkyl. heterocydylalkyl. cydoalkylalkenyl. cydoalkenylalkeny!, afalkei^, 
heteroarylalkenyl. heterocydylalkenyl. alkylthioalkyl. alkenylthfoalkyl. alkynylthloalU 
aiylthioalkyl.heteroaiylthloalkyl. heterocydynWoalkyl, alkylthioafkenyl, 

alkenyithioalkenyl. alkynylthioalkenyi. arylthioalkenyl. heteroarylthtoalkenyl. 
10 hetera(ydylthioalkenyI,aminocarbonylalkyl,aminocari3onylalkenyl. 
aminocartwnylalkynyl. aniinocartonylaryli aminbcafbdhyl^^ 
aminocarbonyiheterotydyl, . 

-SRviue. and -CH2RVIM7, 
wherein Rv,M6 is selected from the group consisting of alkyl. alkenyl. alkynyl, 
15 aryl, tteteroaryl and heterocyclyl, and 

,y ;v Ryflwds^selected from the group consisting of hydrogen; alkyl/aik^hyi; ali^nyl. ^ 
aryl, heteroaiyl and heterocydyl; and . « . 

-S-CH 

\ 

wherein RvflMs is selected from the group consisting of hydrogen, alkyl. 
20 cydbalkyi, alkenyi. alkynyli'aryl. he;teft>aivl and heterocydyl. and 

RviM9 is selected fhjm the group consisting of alko>y. aikenpxy. alliynoxyf 
aiylQxy. heteroaryloxy, heterocydylbjq/;; haloail^. haioalkenyl. haloalkynyl. haloalyl. 
haloheteroaiy! and hatoheterocydyl,- 

O 

11 . 
- S - C - 

25 wherein Rvii^ is selected from the group consisting of hydrogen, alkyl, 

cydoalkyi, alkenyl. alkynyj. aryl. heteroaryl. heterocydyl. alkoxy..aIkeno)Jy. alk^noxy. 
atyloxy. heteroaryloxy and hetero(ydylo)y; 



wo 03/000295 



PCT/IB02/01571 



-50- 



- S - Ry, 



ll-SI 



wherein Rvu^, is selected from the group consisting o/f. alkyi, alkenyl, alkynyl, 

aiyl, heteroaryl, hetero<y(^. haloalkyi, haloalkenyl, hatoalkynyl, hatoaryl, 
haloheteroaryi and haioheterxscydyl; and 

,...„,... o ^ ■ 

5 . ■ ■ . o 

Wherein Rvii^ is selected from the group, consisting of alkyl, alkenyl, alkynyl; 
aryl, h^teroaryl and heterocydyl; 

provided that when Rvii^ is selected from the group consisting of 
heterocyclylalkyi and heterocyclylalkenyl. the heterocydyl radical of the corresponding 
10 heterocyclylalkyi or heterocydylalkenyl is other 

provided that when Rvim is aryl. hetenoaryl or heterocydyl. and one of 
Rviw and Rviw is trrfluoromethyl, then the other of Rv^z and Rv,^6 is difluorometh^. 

Compounds of Fonnula VII are disclosed In WO 9941 237-A1 . the 
coniplete disctosure of v|rtiich IS incorporated by referee 

'n a preferred enribodinrient the CETP inhibitor is selededfr^ 
foltowing compounds of Fonnula VII: 

Dimethyl 5.5Klithiobis[2<lifluoromethyl-4-(2-me 
pyridine-carbo)ylate], 

20 Another dass of CETP inhibftDTs that finds 

consists of substituted pyridines having the Fbrrriula VIII 

^111 




Formula VIII 

or a phamiaceutically acceptable salt, enantiomers, or stereoisomers thereof, 
in which 
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AvHi stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up 
to 3 times in an identical manner or differently by halogen, hydroxy, trifluoromethyl, 
trifluoromethoxy, or by straight-chain or branched alkyl. a<^. or allcoxy with up to 7 
carbon atoms each, or by a group of the formula 
5 ■ -NRyra-iRvm-a. wherein 

Rvnn and Rvm^ are identical or differehit and denote hydrogen, phenyl, or 
straight-chain or branched alkyl with up to 6 carbon atoms, 

Pvni stands for straight-chain or branched alkyl with up to 8 carbon atoms, 
which is substituted by hydroxy, 
10 Eviu and Lvm are either identical or different and stand for straight-chain or 

branched alkyl with up to 8 carbon atoms, which is optionally substituted by cyctoalkyi 
with 3 to 8 carbon atoms, or stands for cycloalkyi wifli 3 to 8 carbon atbins. or ' 

Eviit has the above-mentioned rheaning arid 

Lm in this case stands for aryl witti 6 to 1 0 carbon atoms, whidi is optionally 
15 substituted up to 3 times in an identical manner or differentiy by halogen. hydro)Q^' 
trifluoromethyl. trifluoromethoxy. or by straight-chain or branched alkyl. acyl, or alkoxy 
witti up to 7 carbon atoms each, or by a group of Oie formula 

-NRviii^RvitM. wherein 
Rviiw and Rvnu are identical or different and have thie meaning given above for 
20 Rvimi and Rvni.2, or 

Evil, stands for straight-chain or branched alkyl witii up to 8 carbon atorns. or 
stands for aryl witti 6 to 10 carbon atoms, wWch Is optionally substituted up to 3;times 
In an Identical manner or differentiy by halogen, hydroxy. tiifluorometif)yl. 
trifluoromettToxy, or by stralght^ain or branched alkyl, acyl, or alkoxy witti up to 7 
25 carbon atoms each, or by a group of tiiefonmula . ^ . 

-NRviiK5Rviit6, wherein 
Rms and Rvi^^ are Identical or different and have fhe meaning given above for 
Rvffl.1 and Rviii.2, and 

Lvii, in tills case stands for straight-chain or branched alkoxy witti up to 8 
30 carbon atoms or for cydoalkyloxy witti 3 to 8 carton atoms, 
TviH stands for a radical of ttie fonnula 



y '^VII|.9\/'\llM0 

*^vi»-7"^»i- or Rviii^"^^ 



wherein 
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Rvni.7 and Rvukb are identical or different and denote (^doalkyi with 3 to 8 
carbon atoms, or aryl with 6 to 10 carbon atoms, or denote a 5- to 7-member aromatic, 
optionally benzo-condensed, heterocyclic compound witti up to 3 heteroatoms from the 
series S, N and/or O, which are optionally substituted up to 3 times in an identical 
5 manner or differenUy by trifluorometiiyl, trifluoromethoxy, halogen, hydroxy, carboxyi, 
by straight-chain or branched alkyi, acyl, alkoxy, or alkoxycarbonyl with up to 6 cart)on 
atoms each, or by phenyl, phenoxy, or thiophenyl, which can in tum be substituted by 
halogen, trifluoromethyl, or trifluorometiioxy, and/or tiie rings are substituted by a 
group of tfie formula 

10. -NRviiniRvuM2. wherein , 

Rvi[i-ii and R\m^^2 are identical or different and have tiie meaning given above 
forRviii and Rym.2, 

Xvin denotes a straight or branched alkyt chain or alkenyl chain witii 2 to 10 
carison atoms each, which are optionally substituted up to 2 times by hydroxy, 
15 RviiM denotes hydrogen, and 

RvBuo denotes hydrogen, halogen, azido, trifluorometiiyl, hydroxy, niercapto, 
trifluorometiioxy, straight-chain or branched alkoxy wtti up to 5 carbon atoms, or a 
radical of ttie fomiula 

"NRviB-i3RvuM4» wherein 
20 Rvia.13 arid Rviu.14 are identical or different and ha>^ ttie meaning given above 

for RvuM and Rv«i-2. or 

RvMw and Rvuno fomri a cariDonyl group togettier with the casbqn atom, , 
Compounds of Fonnula Vlli are disclosed in WO 9804528, tiie 
complete disdosure of which is iricorporated by reference. 
25 Anottier class of CETP inhibitors ttiat finds utility with ttie present 

invention consists of substituted 1,2,4-triazoles having ttie Fonnula IX 

N-N 

*^ix.i N ^^x^ 

■ ^ I ■ • • • ■ ■■ ■ ■■ ■ •• ■ ^ ' 

Fomiula IX 

or a phamriaceutically acceptable salt or tautomer fliereof; 

wherein Rix.1 is selected from higher alkyI, higher alkenyl, higher alkynyl, aryi, 
30 arallq^l, arylo^aikyl, alko)QralM» alkylttiioalkyi, arylfliioall^, and cydoaikylalkyl; 
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vvheran Ro« is selected ftom aryl, heteroaryi, cydM^ 
' wherein 

Rixa is dptionally substituted at a subsfifejtable position w^^ 
independently selected from alkyl. haloalkyl. alkyltlito. alkylsulfinyl. alkylsulfonyl. 
5 all<oxy/halOiarytoky.ardkyfoxy/aryl.aralkyl.aniinosul^^ 
and dialkyiamino: and 

vvherein Rbw is seleded from hydrido, -SH and halo; 
provided R^2 cannot be phenyl or 4Hiiethylphenyl when Roc, is higher iilkyi arid when 
RcwisBSH. 

■•0 Compounds of Fomiula IX are disclosed In WO 9914204, the complete 

disdosure of which Is incorporated by reference. 

In a prefen-ed embodiment, the CETP inhibitor Is selected from the 
following compounds of Fonnula IX: 

2,4-dihydro-4-{3-methoxyphenyl)-5^decyl^3H-1,2.4-triaMle-3-thion^ 

15 . . . ' . 

2,4-dihydro-4^2-fluorophenyl)-54ride<^H-1,2,4-tria20le^ 
2,4-dihydro-4-{2-methylphenyl)-&4ridecyl-3H-1,2,4-triazole-3-thione; 
20 2.4-dihydro-4-(3-chlorophenyl>.5-tridecyl-3H-1,2,4-triazoIe-3-thione; 
2.4-dihydro^2-methoxyphenyl)-5-tride(^3H-1.2,4-triazDle-3-thione; 
2,4-dihydro4-(3-methylphenyl)-5-tridecyl-3H-1A4-triazole-3-thione; 

25 

4-cydohexyl-2,4-dihydro-5-tridecyl-3H-1,2.4-triazble-3^thl6ne; 
2,4-dihydro-4-{3-pyridyl)-5-tridecyi-3H-1 ,2.4-triazoie-3-thjone; 

30 2.4-dihydro-4-{2-ethoxyphenyl)-5-tridecyl-3H-1,2.4-triazole-3-thione; 

2,4-dihydro-4-(2,6-dimethy1phenyl)-5-tridecyl-3H-1,2.4-W^ 

2,4-dihydro-4-(4-pheno)Qrphenyl)-5-tridecyl-3H-1 ,2.4-triazole- 3-thione; 
35 ' 

4-(1 ,3-benzodioxol-5-yl)-2,4-dihydro-5-tridecyl-3H-1,2.4- triazole-S-thione; 
4-(2-chlorophenyl)-2,4-dihydro-5-tridecyl-3H-1 ,2,4-triazole-3-thlone; 
40 2.4-dihydro^4-methoxyphenyl)-5-tridecyl-3H-1,2,4-trlaa>le-3-thione; 

2,4-dihydro-5-tridecyl-4-(3-trifkjoromethylphenyl)-3H-1.2.4-triazole-3-thione; 
2,4-dihydro-5-tridecyl-4-(3-fluorophenyl)-3H-1,2,4-tria2ole-3-thione: 

45 
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4-{3-diloro-4-methylphenyl)-2.4^ 
2.4Hdihydro-4-(2-methylthiophenyl)-54ridecyl-3H-^ 
5 4-(4-benzyloxyphenyl)-2,4-dihydr<>5-tridec^ ,2,4-tria2oie-34hione; 
2,4-dihydrD-4H[2Hiaphthyl)-5-tridecy^ .2,4*ia2ole-3rthione; 
2,4-dihydno-5-tridecyM-(4-tfffluorometh^^^ 
2,4<lihydr(>4-(1 -naphthyl)-5^tridecyl-3H-1 ,2 Atria^^ 
2,4-dihydro-4-(3-rnethylthiophenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione; 
1 5 2.4-dihydro-4K4Hrnethylthiophenyl)-5-tride<^ ,2,4-triazole-3-thione; 
2,4-dihydro-4-(3,4-dimethoxyphenyl .2,4-triazole-3-thione; 
2,4Hlihydro-4-(2,5-dimethoxyphenyl)-5-tride<:yl-3H-1.2,4-tri 

20 

2,4KlihydiX)-4-(2-meth03V-5-chlorophe^^^ 

4-(4-aminosuffonyIphenyl)-2,4-dihydrc>^decyl^^ ,2.4-tffazole-3-thfone; 
25 2.4-dihydrD-5HdodecyM-(3-methoxyphenyl)-3H-1,2,4^ 

2,4-diHydro-4-(3-methO)Q^henyl)-5-tetradecyl-3H-1 .2,4-tria20le-3-thione; 
2,4-dihydro-4-(3H7ietho5Q^henyl)-5-undeqirt-3H-1 

30 

2,4-dihydrxK4HTiethoxyphenyl)-5-pentadecy|.3H-1,2,4-t^^ 

Another class of CETP inhibitors that finds utility with the present 
invention consists of hetero-tetrahydroquinollnes having the Formula X 




35 Formula X 

and pharmaceutically acceptable salts, enantiomers, or stereoisomers or N-o3ddes of. 
said compounds; 
in which 

40 
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Ax represents cydoalkyi with 3 to 8 cartjon atoms or a 5 to 7-membered. 
saturated, partially saturated or unsaturated, optionally benzoKjondensed heterocyclic 
ring conta-ining up to 3 heteroatoms from the series comprising S. N and/or O. that in 
case of a saturated heterocyclic ring is bonded to a nitrogen function, optionally 
5 bridgedo\«ritandinvrfiichthearDmaticsyslemsmentioiledabov«areo^^^ 
substituted up to 5-times in an identical or different subsatuente 
nitro. hydix)xy. trifluoromethyl. trifluoromethoxy or by a straight^ain or branched alkyi; 
acyl. hydroxyalkyi or alkoxy each havirig up to 7 carijon atoms or by a group of ttie 
formula BNRxaR^ ■ ■ . : 

10 in which 

Rx3 and Rx4 are identical or different and denote hydrogen, phenyl or straight- 
chain or branched alky! Iiaving up to 6 carbon atoms. 



15 



20 



25 



or ■ . • ; 



Ax represents a radical of the formula 




Dx represents an aryl haying 6 to 10 carbon atoms, that is optionally 
substituted by phenyl, nitro. halogen, tiifluonnethyl or trifluomiethoxy. or it represents : 
radical of the fomiula 




or 

inwhk:h 



Rx* R« and Rx« independently of one another denote cydoalkyi having 3 to 6 
carbon atoms, or an aryl having 6 to 10 cartwn atoms or a 5- to 7-membered aromatic, 
optionally benzoKX)ndensed saturated or unsaturated, mono-. bK or tricyclic 
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hetenocyclic ring from the series consisting of S. N and/or O. in which the rings are 
sul>stituted, optionally, in case of the nitrogen containing aronnatic rings via the N 
function, with up to 5 identical or different substituents In the form of halogen, 
trifluoromethyl. nitro, hydroxy, cyano. cart)onyl, trifluoromethoxy, straight straight-chain 
5 or branched acyl, alkyl.alkyfthio. alkylalkoxy. alkoxy, or alko^ 

to 6 cartoon atoms, by aiyl or trifluoromethyl-substituted aryl each having 6 to 10 
carbon atoms or by an, optionally benzo-cdndensed. aromatic 5- to 7-membered 
heterocyclic ring having up to 3 heteroatoms from the series consisting of S, N, and/or 
O. and/or substituted by a group of the fomiula BORx.io. -SRx.ii, SO2RX.12 or BNRx. 

in which 

Rx.10. Rx-11 and Rx-12 independently from each other denote aryl having 6 to 10 
carbon atoms, which is in tum substituted with up to 2 identical or different substituents 
in the fomi of phenyl, halogen or; a straight-chain or branched alkyi having up to 6 
15 cart)on atoms, 

Rx.13 and Rx.14 are identical or drflferent and have flie meaning of Rx^ and Rx^ 
indicated above, 
or 

Rx« and/or denote a radical of ttie fomoula 



20 




I X 



O P 




or 



RxJ7 denoted hydrogen or Halogen, and 

Rxa denotes hydrogen, halogen, azido, trifluoromeUiyl, hydroxy, 
trifluoromethoxy, straight-chain or branched alkb)^ oralis having up to 6 rariDon 
25 atoms or a radical of tiie formula 
BNRx-isRx-ie. 
in which 

Rx-15 and Rxrie are identical or different and have the meaning of Rx^ and Rx^ 
indicated above, 
30 or 
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Rx.7 and Rx^ together form a radical of the formula =0 or -NRx-n, 
in which 

Rx.i7 denotes hydrogen or straight chain or branched alkyl. alkoxy or acyl 
having up to 6 carbon atoms, 
5 Lx denotes a straight chain or branched alkyliene or alkenylehe chain having up 

to 8 carbon atoms, that are optionally substituted with up to 2 hydrtwy groups, 

Tx and Xx are identical or different and denote a straight chain or branched 
alkylene chain with up to 8 carbon atoms 
or • . 

10 Tx or Xx denotes a bond, 

Vx represents an oxygen or sulfur atom or an BNRx-ie-group; in which 
' Rx-18 denotes hydrogen or straight chain or branched alkyl with up to 6 carbon 
atoms or phenyl, 

Ex represents cydoallcyl \rtrith 3 to 8 carbon atoms, or straight ^^^^ 
15 branched alk^ with up to 8 carbon atoms, that is optionally substituted by cydoalkyl 
vwth 3 to 8 carbon atoms or hydroxy, or represents a phenyl, that is optionally 
substituted by halogen or trifluoromethyl, 

Rx-i and Rx^ together form a straight-chain or branched alkylene chain wiUi tip 
to 7 carbon atoms, that must be substituted by carbonyl group and/or by a radical with 
20 the formula 

(CH,)3— CH^ 9^ 

ij> . pf V ^ or 1.2 y^^C^'^"-). 

in which a and b are identical or dWferent and denote a number equaling 1 ,2, or 3, 

Rx.19 denotes hydrogen, cycloalkyi with 3 up to 7 carl)on atoms, straight chain 
or branched silylalkyi with up to 8 carbon atoms or straight chain or branched alkyl with 
25 up to 8 carbon atoms, that are opttohally substituted by hydroxyl, straight chain or 
branched alkoxy with up to 6 carbon atoms or by phenyl, whfch in tum might be 
substituted by halogen, nitro. trifluoimethyl, trifluoromethoxy or by phenyl or by . 
/ tetramle-substituted phenyl, and alkyl, optionally be substituted by a group with the 

fomiula BORx22» 
30 in which 

Rx^ denotes a straight chain or branched acyl with up to 4 carbon atoms or 

benzyl, 
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or 

Rx.19 denotes straight chain or branched acyi with up to 20 carbon atoms or 
benzoyl . that is optionally substituted by halogen , trifluoromethyl, nitro or . 
trifluoromethoxy, or it denotes straight chain or branched fluoroacyl with up to 8 carbon 
5 atoms and 9 fluorine atoms, 

Rx.2o and Rx.21 are identical or different and denote hydrogen, phenyl or straight 
chain or branched aikyi with up to 6 carbon atoms, 
or 

Rx-20 and Rx.2i together form a 3- to 6- membered carbo<yclic ring, and the 
10 carbocyclic rings fomned are optionally substituted, optionally also geminally, with up to 
six identical or different substituents in the fonn of triflouromethyl. hydroxy, nitrile, 
halogen; carboxyl, nitro, azido. cyano, cydoalkyl or cycloalkyloxy with 3 to 7 carbon 
atoms each, by straight chain or branched alkoxycartjonyl, alkoxy or alkylthio with up 
to 6 carbon atoms each or by straight chain or branched alkyi with up to 6 carbon 
15 atoms, which in turn is substituted with up to 2 identically or differently by hydroxyl, 
benzyloxy, trifluoromethyl, bena)yl. straight chain or branched alko)y, oxyacyl or 
carbonyl with up to 4 carbon atoms each and/or phenyl, which may In turn be 
substituted with a halogen, trifuoromethyl or trifluoromettioxy. and/or the fonned 
carboq^dic rings are optionally substituted, also geminally. with up to 5 Identical or 
20 different substituents in the forni of phenyl, benzoyl, tiitophenyl or sulfonylben^, 
which in turn are optionally substituted by hatogen, trifluoromethyl, trifluoromethoxy or 
nitro, and/or optionally are substituted by a radical wifli flie formula 

-SOrCeHs, -(CO)dNRx.23R>w4 or =0. 

25 in which 

c denotes a number equaling 1 . 2, 3, or 4, 
d denotes a number equaling 0 or 1 , 

Rx.23 and Rx^4 are identical or different and denote hydrogen, cydoalkyl with 3 
to 6 cariDon atoms, straight chain or branched alkyI witii up to 6 carbon atoms, benzyl 
30 or phenyl, tiiat is optionally substituted witii up to 2 identically or differentiy by halogen, 
trifluoromethyl. cyano, phenyl or nitro. and/or the fomried cartDocydic rings are 
substi'tuted optionally by a spiro-linked radical with the formula 
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< 



Wx-Vx 




Wx-Yx Rx.25\/Rx.26 X I p 



x-aa 



(CRx.29Rx^)f or '^^-^^ 



in which 

Wx denotes either an oxygen or a sulfur atom 
5 . Yx and Vx together forni a 2 to 6 membered straight chain or branched 
allcylene chain, 

e denotes a number equaling 1, 2, 3, 4, 5, 6. or 7, 
f denotes a number equaling 1 or 2, 

Rx-25, Rx.26. Rx.27 . RxaB. 1^29. Rx3o and Rx3i are identical or different and 
10 denote hydrogen, trifluqrpmethyl. phenyl, halogen or straight chain or branched alky! or 
alkoxy \Mth up to 6 caiton atoms ea*^^ 
or _ • ■ _ 

Rxr25 and Rxjb or Rx^ and respectively fomi together a straight chain or 
branched alkyi chain with up to 6 carbon atoms, 
15 or 

Rx^ and Rx^e or Ky^ and Rxaa each together fomi a radical with the fomiula 

>x— 9^2 



W^— (CH2)g 

in which 

Wx has the meaning given above, 
20 g denotes a number equaling 1 , 2, 3, 4, 5. 6, or 7, 

Rx^ and Rx^ fonm together a 3- to 7- membered heferocyde, which contains 
an oxygen or sulfur atom or a group with the fomiula SO, SO2 or 
-NRx^, 
in which 

25 denotes hydrogen, phenyl. ben2yl or straight or branched alkyI with u 

4 carbon atoms. 

Confipounds of Fomriula X are disclosed In WO 991 421 5. the complete 
disclosure of which is incorporated by reference. 



30CiO:<WO. 03000295A2 I > 



wo 03/000295 



PCT/IB02/01571 



-60- 

In a preferred embodiment, the CETP inhibitor is selected from the following 
compounds of Fomiula X: 

2-<ydopentyl-5-hydroxy-77-dimethyi-4-(3-thienyl)-3-(4-trifluoronnethylbenxo^^ 
tetrahydroquinoline; 

5 

2-<ydopentyl-3-[fluoro-(4-trifluoromethylphenyl)methyl]-5-hydroxy^77-dimethyl^ 
thienyl>-5,6,7,8-tetrahydroquinoline;and . 

2-cydopentyl-5-hydroxy-7 J-dimethyl-4-(3-thienyl)-3-(trifluoromethylben)^ 7 8- 
10 tetrahydroquinoline. . . . 

Another dass of CETP inhlbHors that finds utility with the present invention consists 
of substituted tetrahydro naphthalines and analogous compound having the Fomiula 
XI 

15 









Dxi\ 


o 


^^XI-1 






'^XI-2 



FormulaXI 

and stereoisomers, stereoisomer mixtures, and salts thereof, in which 

Axi stands for cydoalkyl with 3 to 8 carbon atoms, or stands for aryl with 6 to 10 
carbon atoms, or stands for a 5- to 7-membered, saturated, partially unsaturated or 

20 unsaturated, possibly benzocondensated, heterocyde with up to 4 heteroatoms from , 
the series S. N and/or O, where aryl and the heterocyclic ring systems mentioned 
above are substituted up to 5-fold, identical or different, by cyano. halogen, nitro, 
carboxyl, hydroxy, trifluoromethyl. trifluoro- nfietho)^, or by straight-chain or branched 
alkyl. acyl, hydroxyalkyl. alkylthio, alkoxycarbonyl, oxyalkoxycarbonyloralkoxy each 

25 with up to 7 carbon atoms, or by a group of the fonnula 
-NRxwRxMi 
in which 

Rxi^ and Rxu are identical or different and denote hydrogen, phenyl, or 
straight-chain or branched alkyi with up to 6 carbon atoms 
30 Dxi stands for a radical of the formula 
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in which 

Rxi-5, Rxw and Rxi.©, independent of each other, denote cycloalkyi with 3 to 6 
carbon atoms, or denote aryl with 6 to 1 0 carbon atoms, or denote a 5- to 7- 
5 membered, possibly benzocondensated, saturated or unsaturated, mono-, bi- or 
tricyclic heterocyde with up to 4 heteroatonns of the series S, N and/or O. where the 
cycles are possibly substttutedCin the case of the nitrogen-containing rings also via the 
N-functlonCup to 5-fold. Identical or different, by halogen, trifluoromethyl. nitro, 
hydroxy, cyano. cart)oxyl, trifluoromethoxy, straight-chain or bran*^^ 

10 alkylthio, alkylalkoxy. alkoxy or alko)ycarbonyl with up to 6 carbon atoms each, by aryl 
or trifluoromethyl substituted aryl with 6 to 10 carbon atoms each, or by a possibly 
benzocondensated aromatic 5- to 7-membered heteracycle with up to 3 heteroatoms 
of the series S, N and/or O. and/or are substituted by a group of the fonnula 
-ORxHo. -SRxm , -SO2RXH2 or-NRxnaRxi-u, 

15 in which 

Rxno. Rxm and Rxna, independent of each other, denote aryl with 6 to 1 0 
carbon atoms, which itself is substituted up to 2-fold, identical or different by phenyl, 
halogen, or by straight-chain or branched alkyi with up to 6 carbon atoms. 

Rxn3 and Rxi.14 are identical or different and have the meaning given above for 
20 Rxm and Rxm, ' 
or ' 

Rxw and/or Rxw denote a radical of the fonriula 

^ ■ <^^^ . ■ , 

Rxi.7 denotes hydrogen, halogen or methyl. 

25 and 

/ Rxw denotes hydrogen, halogen, azido. trifluoromethyl, hydroxy, 

trifluoromethoxy, straight-chain or branched alkoxy or alkyI with up to 6 carbon atoms 

each, or a radical of the fonnula -NRxusRxne, 
in which 
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R;o-i5 and Rxi-ie are identical or different and have the meaning given above for 
RxwandRxM. 
or 

R)o.7 and Rxw together fpnn a radical of the fomiula =0 or =NRxn7, in which 
5 Rxn7 denotes hydrogen or straight-chain or branched alkyi, alkoxy or acyl with 

up to 6 carbon atoms each, 

Lxi denotes a straight-chain or branched alkylene- or alkenylene chain with up 
to 8 carbon atoms each, which is possibly substituted up to 2-fold by hydroxy, 

Tx) and Xxi are identical or different and denote a straight-chain or branched 
10 alkylene chain with up to 8 carbon atoms, 
or 

' Txi and Xxi denotes a bond, 

stands for an oxygen- or sulfur atom or for an -NRxus group, 

inwhich 

15 RxM8 denotes hydrogen or straight-chain or branched alkyI with up to 6 carbon 

atoms, or phenyl, 

Exi stands for cydoalkyl with 3 to 8 carbon atoms, or stands for straight-chain 
or branched alkyI with up to 8 carbon atoms, which is possibly substituted by cydoalkyl 
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted 
20 by halogen or trifluoromethyl, 

Rjo-i and Rxi^ together form a straight-chain or branched alkylene chain vwth up 
to 7 carbon atoms, yvhich must be substituted by a carbonyl group and/or by a radical 



ofthefOomiula 



X 



25 inwhich 

a and b are kientical or different and denote a number 1 , 2 or 3 
Rxn9 denotes hydrogen, cydoalkyl with 3 to 7 carbon atoms, straight-chain or 
branched silylalkyi with up to 8 carbon atoms, or straight-chain or brsinched alkyl with 
up to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or 
30 branched alkoxy with up to 6 carbon atoms, or by phenyl, which itself can be 

substituted by halogen, nitro, trifluoromethyl. trifluoromethoxy or by phenyl substituted 
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by phenyl or tetrazol, and alkyi is possibly substituted by a group of the fortnula -ORxi. 

22f 

in which 

Rxk22 denotes straight-chain or branched a<yl \Aflth up to 4 carbon atoms, or 

5 ben^, 
or 

Rxn9 denotes straight-chain or brandled acyl wifli up to 20 caribon atoms or 
benzoyl, which is possibly substituted by halogen, trifluoromethyl, nitrb or 
trifluoromethoxy. or denotes straight-chain or branched fluoroacyl with up to 8 caibon 
10 atoms and 9 fluorine atoms, 

Rxi.2o and Rxi.21 are identical or different, denoting hydrogen, phenyl or straight- 
chain or branched alkyI with up to 6 carbon atoms, 
or 

Rxi-20 and Rx^2i together fomri a 3- to 6-membered carbocycle, and, possibly 
15 also geminally. the alkylene chain fornied by Rxn and Rjo-a, is possibly substituted up 
to 6-fold, identical or different, by trifluoromethyl, hydroxy, nitrile, halogen, cart^oxyl, 
nitro, azido, cyano, cydoalkyl or cydoalkyloxy with 3 to 7 carbon atoms each, by 
straight-chain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 carbon 
atoms each, or by straight- chain or branched alkyI with up to 6 carbon atoms, which 
20 itself is substituted up to 2-fold, 

identical or different, by hydroxyl, benzytoxy, trifluoromethyl. benzoyl, straight-chain or 
branched alkoxy, oxyacyl or carboxyl with up to 4 carbon atoms each, and/or phenyl- 
whlch itself can be substituted by halogen, trifluoromethyl or trifluoromethoxy , 
and/or the alkylene chain fomied by Rxn and Rxw is substituted, also geminally. 
25 possibly up tp 5-foId, identical or different, by phenyl, benzoyl, thiophenyl or 

sulfobenzyl ^ich themselves are possibly substituted by halogen, trifluoromethyl, 
trifluoromethoxy or nitro. and/or the alkylene chain fomied by Rxn and Rx^2 is possibly 
substituted by a radical of the fonmula 



30 



1*2 ^^^^^ 
-SOz-CfiHs. -(CO)dNRxw3Rxw4 or =0. 



in which 

c denotes a number 1 , 2, 3 or 4, 



«nnrirv^uin 



J 
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d denotes a number. 0 or 1, 

RxM3 and Rxi.24 are identical or different and denote hydrogen, (ydoallcyi with 3 
to 6 carbon atoms, straight-chain or branched all<yl with up to 6 carljon atoms, benzyl 
or phenyl, which is possibly substituted up to 2-fold, identical or different by halogen, 
trifluoromethyl, cyano. phenyl or nitro, and/or the alkylene chain fornied by Rxn and 
RxM is possibly substituted by a spinHointed radical of the fomiula 

/ R 

^Cf^J^ . ^ or ^ 
in which 

W)a denotes either an oxygen or a sulfur atom, 
10 Yxi and Vxi together fonn a 2- to 6-membered straight-chain or branched 

alkylene chain, 

e is a number 1, 2, 3. 4, 5, 6 or 7, 
f denotes a number I or 2, 

Rxt^, Rxi-26, Rxh27, RxM8, Rxt29, Rx^ao and R^o^i are identical or different and 
15 denote hydrogen, trifluoromethyl. phenyl, halogen, or straight-chain or branched alkyi 
or alkoxy with up to 6 carbon atoms each, 
or 

Rxi^ and Rxi.25 or R)o.27 and Rxi,2a together form a straight-chain or branched 
alkyI chain with up to 6 carbon atoms, 
20 or 

Rxi.25 and Rxi.26 or Rxi^ and Rxi.28 together fomi a radical of the formula 



W^ — (CH,)g 

in which 

Wxi has the meaning given above. 
25 9 is a number 1 . 2. 3, 4, 5. 6 or 7, 

Rxi^ and R;a^ together form a 3- to 7-membered heterocyde that contains an 
oxygen- or sulfur atom or a group of the fonnula SO, SO2 or -NRxi^, 
in which 



cnnr.irv ^wn nvwvxKA^ i 
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Rxw4 denotes hydrogen, phenyl, benzyl, or straight-chain or branched alkyi with up to 4 
carbon atoms. 

Compounds of Fomiula XI aiB disclosed in WO 9914174. the complete 
disclosure of which Is incoiporated by relerence. 

Another dass of CETP inhibitors that finds ufility with the present 
invention consists of 2-afy^substituted pyridines having the Fomiula (XII) 











O 

N 




'-xii 





FomriulaXir 

or pharmaceutically acceptable salts, enantiomers. or stereoisomers of said 
10 compounds, 
in which 

Axn and Exn are identical or different and stand for aryl with 6 to 10 carbon 
atoms which is possibly substituted, up to 5-fold identical or different, by halogen, 
hydroxy, trifluoromethyl. trifluoromethoxy. nitro or by straight-chain or branched all^. 

15 acyl. hydroxy aikyi or alkoxy with up to 7 carbon atoms each, or by a group of the 
formula -NRxii.iRxii.2. 
where 

Rxii-i and Rx*^ are Identical or different and are meant to be hydrogen, phenyl 
or straight-chain or branched alkyI with up to 6 carbon atoms. 
20 Pxii stands for straight-chain or branched alkyI with up to 8 carbon atoms, 

which is substituted by hydro)^. 

Lx8 stands for cydoalkyl with 3 to 8 carbon atoms or for straight-chain or 
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cydoalkyl 
with 3 to 8 cartxm atoms, or by hydro}^. 
25 TxB stands for a radical of the fonnula Rxn^Xxr or 

'^xii-s\^Rx)i-6 

'^XIM 

f 

where 

Rjaw and Rxiw are identical or different and are meant to be qrdoalkyl with 3 to 
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8 carbon atoms, or aryl with 6 to 1 0 carbon atoms, or a 5- to 7-membered aromatic, 
possibly benzocondensated heterocyde with up to 3 heteroatoms from the series S, N 
and/or O, which are possibly substituted, up to 3-fold identical or different, by 
trifluoromethyl. trifluoromethoxy, halogen, hydroxy, carboxyl. nitro. by straight-chafn or 
5 branched alkyl. acyl, akoyy or alkoycarbonyl with up to 6 carbon atoms each, or by 
phenyl, phenoxy or phenylthio which in turn can be substituted by halogen, 
trifluoromethyl or trifluoromethoxy, and/or where the cycles are possibly substituted by 
a group of the fonnula -NRxu-yRxiw. 
where 

1 0 RxiK7 and RxM are identical or different and have the meaning of Rxim and Rx^ 

given above, 

Xxji is a straight-chain or branched all<yl or alkenyl with 2 to 10 cartoon atoms 
each, possibly substituted up to 2-fold by hydroxy or halogen. 
RxiM stands for hydrogen, 

15 and 

Rxim means to be hydrogen, halogen, mercapto, azido, trifluoromethyl. 
hydroxy, trifluoromethoxy. straight-chain or branched alkoxy with up to 5 cariDon 

atoms, or a radical of ftefomnula BNRxiwRxiho. 
where 

20 Rxiw and Rxino are identical or different and have the meaning of Rxim and Rxii.2 

given above, 
or 

Rxiw and Rxim, together with the cartoon atoni, form a carbonyl group; 

Compounds of Fomiula XII are disclosed in EP 796846-A1 , U.S. Patent 
25 6,127,383 and U.S. Patent 5,925,645 flie complete disclosures of which are 
incorporated by reference. 

In a prefeaed embodiment the CETP inhibitor is selected from the 
following compounds of Fomiula XII: 

30 4,6-bis-(p-fluorophenyl)-2-isopropy|-3-[(p-trifluoramethylphenyl)-(fluoroV^^^ 

hydroxyethyl)pyridine; / j v 



35 



2,4^}is-(4-fluorophenyl)-6-isopropyl-5^4.(trifluoromethylphenyl)-fluorometh^^^ 
hydroxymethyl)pyridine; and 

2,4-bis-(4-fluorophenyl)-6HSopropy|.5^2-(3-trifluoromethylphenyl)vinyll-3. 
hydroxymethyl)pyridine. 
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25 



Another class of CETP inhibitors that finds utility with the present invention 
consists of compounds having the Formula (XIII) 




Foimute XIII 

or phannaceutically acceptable salts, enantiomers. stereoisomers, hydrates, or 
solvates of said compounds, in which 

10 Rxin is a straight chain or branched C,.io alkyi; straight chain or branched C2.,o 

aikenyl; halogenated lower alkyI; C3.10 cydoalkyi that may be substituted; Cm 
cydoalkenyl that may be substituted; C3.10 cycloalkyi Ci.,o alkyI that may be 
substituted; aiyl that may be substituted; aralkyi that may be substituted; or a 5- or 6- 
membered heterocycfic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur 
1 5 atoms that may be substituted, 

XxiiH. Xxi«.2f XxBM, XxiM may be the same or different and are a hydrogen atom; 
halogen atomjCi^ lower alkyl; halogenated lower alkyI; Ci^ lower alkoxy; cyano 
group; nitro group; acyl; or aryl, respectively; 

YxB is -CO-; or BSOr; and 
20 ^ is a hydrogen atom; or mercapto protective group. 

Compounds of Fomiula XIII are disclosed in WO 98/35937, the complete 
disclosure of which is Incorporated by reference. 

In a prefened embodiment, the CETP inhibitor is selected from the foltowing 
compounds of Formula XIII: 



N.N'-{dithiodi-2,1 -phenylene)bis{2,2-dimethyl-propanamide]; 
N,N'-(dithtodi-2,1-phenylene)bisI1-methyl-cyclohexanecarbo)(amide]; 



POp.'P;*WO 03QQ0295A2 I > 
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N.N4dithicKlh2,1-phenylene)bis[1.(3-methylbutyl)-cydopentanec^ 
N,N4dithiodi-2J-phenylene)bis[1-(3HTieth^^ 

5 

N.N'-(dithiodH2,1-phenylene)bis[1-(2-ethylbutylHy 
N.NHdithiodi-2,1-phenylene)bis-tri(yd^^ 

1 0 propanethioic add, 2-methyl-.S^2I[I1-(2-ethylbutyl)cydohe)€yqcarbon 
ester; 



15 



propanethioic add. 2,2-dimethyK S-[2-[ni -(2- 
ethylbutyl)cydohexyi]carbonyOamino]phenyl] ester; and 

ethanethioic add, S-[2-I[[1-(2-ethylbutyl)cydohe3ort]carbonyl]anr]ino]phenyO esten 



Another dass of CETP inhibitors that finds utility with the present invention 
20 consists of polycydic aryl and heteroaryl tertiary-heteroalkylamines having the Foniiula 
XIV 



^XIV 




•XIV-6 

^xrv-i 



■'xiv-i 



<>T ^^XIV-7 

^XIV-2 



Dxiv^.i\^ 

^XIV-4 



-'XIV-2 



^XIV-8 



^XIV" 

/ 



^xrv-15 



^XlV-2 



^x 



;iv-i4 



^XIV 



^XIV-.13*PxiV-4 




\=./ 



■xr7-9 



XIV-3 ^XIV-10 



'^XIV74 ^XIV-2 

\ 



/ 



^XIV-12 
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FormulaXIV 

and phanmaceuttcaOy acceptable forms thereof, wherein: 
nxiy is an integer selected from 0 through 5; 

5 1^-1 is selected from the group consisting of haloalkyI,haloalkenyl, 

haloalkoxyalkyi, and haloaikenyloj^lkyl: 

Xm is selected from the group consisting of Oi H, F, S. S(0),NH, N(OH), 
N(a!kyl). and N(aIkoxy): 

Rxw-ie is selected from the group consisting of hydrido, alkyi, alkenyl, alkyr^l. 
1 0 aiyl, aralkyi, aryloxyalkyi, alkoxyalkyi, alkenyioxyalkyi, alkyfthioalkyt, arylthioalkyi, 
aralkoxyalkyi, hetefoaralkoxyalkyj, alkylsuffinylalkyl. alkylsulfonylalkyi, cydoalkyl, 
cycloalkylalkyi, 

cydoaikylalkenyl. cycloalkenyl. cycloalkenylalkyl. haloalkyi, haloalkenyl. iialocydoalkyl. 

halocydoalkenyl. haloalkoxyalkyi, haloalkenyloxyalkyi, halotydoalkoxyalkyl, 

15 haloQrdoalkenyloxyalkyI, pertialoaryl, perhaloaralkyl, 

perhaloaiyloxyalkyi, heteroatyl. heteroarylalkyt. monocarboalkoxyalkyl. 
monocarboalkoxy, dicart)oalkoxyalkyl, monocarboxamido, monocyanoalkyl, 
dicyanoalkyt, carboalkoxycyanoalkyl, acy\, aroyi, heteroaroyl. 
heteroaryloxyalkyl. dialkoxyphosphonoalkyi, trialkylsilyl. and a spacer selected from the 

20 group consisting of a covalent single bond and a linear spacer moiety having from 1 
through 4 contiguous atoms linked to the point of bonding of an aromatic substituent 
selected firom the group consisting of R^-.. Rxiv^. Rw* and Rx,v.i3 to fomj a 
heterocydyl ring having from 5 through 10 contiguous members with the provisos that 
said spacer moiety is other than a covalent single bond w/hen Rm^ 'ts alkyl and there is 

25 no IWm wherein X is H or F; 

Dw-i, Dw^, Jxiv.i, Java and Kw-i are independently selected from the group 
consisting of C. N. O, S and a covalent bond with the provisos that no more than one 
of Dxiv-1, Dxiv.2. Jxiv-1, Jxiv-2 and K^v-i is a covalent bond, no more than one of Dm/.^, 
Dw^, Jxiv.i, Jxiv-2 and Kw., is O, no more than one of Oxw-i. Dxw^ Jxr,.,. Jxw^ and Kxw-i 

30 is S, one of Dxiv-i . Oxw-a, Jxiv-i. Jxiv-2 and Kxrv-i must be a covalent bond when two of 
Dm.u Dxiv-2. Jxiv-1. Jxiv-2 and Kxiv., are O and S, and no more than four of Dmv-i, Dw-a. 
Jxiv-1. Jxiv-2 and Kxw-i are N; 

Dxiv^, Dxiv^, Jxiv.3, Jxiv-4 and Kxw^ are independently selected from the group 
consisting of C, N, O, S and a covalent bond with the provisos that no more than one 
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of Dxiv-3. Dxrv^, Jyjs/^, Jxiv-4 and Kxiv^ is a covalent bond, no more than one of Dxiv-3, 
DxnMf Jx»v-3f JxN-A and Kxiv^ is O, no more than one of Dxiv^» Dxiv-4, Jxiv^, Jxiv^ and Kxiv.2 
is S. one of Dxiv^, Pxiv^, Jw^, Jxw^ and Kxrv-2 must be a covalent bond when two of 
P>av^# Dw-*, Jxft/^i J)ov^ and are O and S, and no more than four of Pxiv^, Dxiv^, 
5 Jxi\/^, Jxi\M and Kxiv^^ and Kxiv-s are N; 

Rxiv^ is independently selected from the group consisting of hydride, hydroxy, 
hydroxyalkyli amino, aminoalkyl. alkylamino, dialkyiamlnp, alkyi, alkenyl, alkynyl, aryl, 
aralkyl. aralkoxyalkyi. aiylo)valkyl, alkoxyalkyi, heteroarylo)Qralkyl, aikenyloxyalkyi, 
alkylthioalkyi, aralkylthioalkyl, arylthioalkyi, cydoaikyl, cydoalkylalkyi, cyctoalkylalkenyl, 

1 0 cycloalkenyl, cycloalkenylalkyi, haloalkyi, haloalkenyl. halocydoalkyl, halocydoalkenyl. 
haloalkoxy, aloalkoxyalkyi, haloalkenyloxyalkyl. halocycloalkoxy, 
halocydoalkoxyalkyi, halocycloalkenyloxyalkyl. perhaloaryl, pertialoaralkyl, 
perhaloaryloxyalkyi, heteroaryl, heteroaiylalkyi, heteroarylthioalkyl. 
hetenoaralkylthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl. monocyanoalkyi, 

1 5 dicyanoalkyl. carboalkoxycyanoalkyi, alkylsulfinyl, alkylsulfonyl. alkylsulfinylalkyl. 
alkylsulfonylalkyl, haloalkylsulfinyl. haloalkylsutfonyl. arylsulfinyl. arylsulfinylalkyi, 
arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, aralkylsulfonyl. cydoalkylsulfinyl, 
cydoalkylsulfonyl. cydoalkylsulfinylalkyi, cycloalkylsufonylalkyi, heteroarylsuifonylalkyi, 
heteroarylsulfinyl, heteroarylsulfonyl. heteroarylsulfinylalkyl. aralkylsulfinylalkyl, 

20 aralkylsulfonylalkyi, carboxy, carboxyalkyi, carboalkoxy. carbora^^ 

carboxamldoalkyi, cart)oaralko)Q^, dialkoxyphosphono, diaralkoxyphosphono, 
dialkoxyphosphonoalkyi, and diaralkoxyphosphonoalkyi; 

Rxiv^ and Rxn/^ are taken together to form a linear spacer moiety seleded from 
the group consisting of a covalent single bond and a moiety having from 1 through 6 

25 contiguous atoms to fomn a ring seleded from the group consisting of a cydoaikyl 
having from 3 through 8 contiguous members, a cydoalkenyl having from 5 through 8 
contiguous members, and a heterotydyl having from 4 through 8 contiguous 
members; 

Rxjv-^ is selected from the group consisting of hydrido, hydro)y, hato, cyano, 
30 aryloxy. hydroxyalkyl. amino, alkylamino, dialkylamino, acyl, sulfhydryl, acylamido, 
alkoxy, alkylthio, arylthio, alkyI, alkenyl, alkynyl, aryl, 
aralkyl, aryloxyalkyl, alkoxyalkyi, heteroarylthio, aralkylthio, aralkoxyalkyi, 
alkylsulfinylalkyl. alkylsulfonylalkyl. aroyl. heteroaroyl. aralkylthioalkyl, 
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heteroaralkylthioalkyl. heteroaryloxyalkyi, alkenyloxyalkyi, alkylthidalkyi, arylthioalkyi, 
cydoalkyl. cyctoalkylalkyi, cyctoalkylalkenyl. cycloalkenyl. cyctoalkenylalkyi, haloalkyi, 
hatoalkenyl, hatocydoalkyl. halocydoalkenyl. haloalkoxy, haloalkoxyalkyl. 
hatoalkenyknq^kyl, hatoc^^lkoxy. 
5 halocycloalkoxyalkyl. halocyctoalkenyloxyalkyl. perhatoaryl, periiatoaralkyl, 
pertTak)arytoxyaB<yl, heteroaii^. heteroaiylalkyl. heteroaryitt 
monocarboalkQxyalkyl. dicartjoalkoxyalkyi, monocyanoalkyi, dfcyahoalkyi, 
carboalkoxycyanoalkyi, alkylsulfinyl. alkylsulfonyl, haloalkyisulfinyl, haloalkyteutfonyl. 
arylsulfinyl. aiylsulfinylalkyl. arylsulfonyl, arylsuHonylalkyl. aralkylsulfinyl, aralkylsulfonyl, 

10 cydoalkylsulfinyl, cydoalkylsulfonyl. cydoalkylsulfinylalkyi, cydoalkylsufonylalkyl, 
hetefuarylsulfonylalkyi, heteroarylsulfinyl, heteroarylsulfonyl. heteroarybulfinylalkyf, 
aralkylsulfinylalkyi, aralkylsulfonylalkyi, carboxy. carboxyalkyl, cartXMlkoxy, 
caitKJxamide, (ailwxamidoalkyi, carboaralkoxy, dialkoxyphosphono, 
diaralkoxyphosphono, dialkoxyphosphonoalkyi, and diaralkoxyphosphonbalkyi; 

15 Yxw is seleded from a group consisting of a covalentsih^^^ 

i4)2)qxiv wherein is an integer selected from 1 and 2 and (CH(Rxi\/.,4))gxRrWjavr 
(CH(Rxiv.i4))pxiv wherein gxw and pxw are integers independently selected from 0 and 1; 

R)av.i4 is Ind^endently selected firom the group consisting of hydrido. hydro>y, 
hato, qrano, arylojy, amino, alkylamino, dialkylamino, hydrojq^alkyl, acyl, aroyi, 

20 heteroaroyl, heteroarykjxyalkyl. sulfhydryi, acylamido. alkoxy. alkylthlo. arylthio; alkyi, 
alkenyl. alkynyl, aiyl, aralkyi, aryloxyalkyi, aralkoxyalkylalkoxy, alkylsulfinylalkyl. 
alkyisulfonylalkyi, aralkylthloalkyl. heteroaralkoxythtoalkyi, alkoxyalkyi, 
heteroarytoxyalkyl. alkeriytoxyalkyl. alkyithtoalkyi, aiylthloalkyi, ^ 
cydoalkylalkyi, (ydoalkylalkenyl, cydoalkenyl, cyctoalkenylalkyi. hatoalkyi, haloalkeriyl. 

25 hatocydoalkyl, halocydoalkenyl. haloalkoxy, haloalkoxyalkyl. hatoalkenytoxyalkyl. 
halocydoalkoxy, halocyctoalkoxyalkyl. hatocyctoalkenytoxyalkyl. perhatoaryl, 
perhatoaralkyl. perhaloaryloxyalkyi, heteroaryl, helBix)arylalkyl, heteroaryKhioaikyl. 
heteroaralkylthioalkyl. monocarboalkoxyalkyi, dicartxialkoxyalkyl. monoq«noalky|, 
dicyanoalkyi, carboalkoxycyanoalkyi, alkylsulfinyl. alkylsuHbnyl. haloalkyisulfinyl, 

30 haloalkylsuifonyl, arylsulfinyl, arylsulfinylalkyi, arylsulfonyl, arylsulfonylalkyi, 
aralkylsulfinyl, aralkylsulfonyl. cydoalkylsulfinyl, cydoalkylsulfonyl, 
cydoalkylsulfinylalkyi. cydoalkylsufonylalkyl. heteroarylsulfcnylalkyl, heteroarylsulfinyl, 
heteroarylsulfonyl, heteroarylsulfinylalkyi, aralMsulfinylalkyl. aralkylsulfonylalkyi. 
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carboxy. carboxyalkyi, carboalkoxy, carboxamide, carboxamidoalKyl. carboaralkoxy, 
dialkoxyphosphono, diaralkoxyphosphono, 

dialkoxyphosphonoalkyi, diaralkoxyphosphonoalkyl. a spacer selected from a moiety 
having a chain length of 3 to 6 atoms connected to the point of bonding selected from 
5 the group consisting of and Rxiv-i3 to form a ring selected from the group 

consisting of a cycloalkenyl ring having from 5 through 8 contiguous members and a 
heterocyclyl ring having from 5 through 8 contiguous members and a spacer selected 
from a moiety having a chain length of 2 to 5 atoms connected to the point of bonding 
selected from Vne group consisting of Rxiv-4 and Rxrv-e to fomn a heterocyclyl having 

1 0 from 5 through 8 contiguous members with the proviso that, when Yw is a covalent 
. bond, an Rxiv-14 substituent is not attached to Yxiv; 

' Rxrv.i4 and Rxiv.i4. vvhen bonded to the different atoms, are taken together to 
fonn a group selected from the group consisting of a covalent bond, alkylene. 
haloalkylene, and a spacer selected from a group consisting of a moiety having a 

15 chairi length of 2 to 5 atoms connected to form a ring selected from the group of a 
saturated cycloalkyi having from 5 through 8 contiguous members, a cycloalkenyl 
having from S.through 8 contiguous members, and a heterocyclyl having from 5 , 
through 8 contiguous members; 

Rxiv.i4 and Rxivli4> when bonded to the same atom are taken together to fonn a 

20 group selected from the group consisting of oxo, thiono, alkylene, haloalkylene, and a 
spacer selected from the group consisting of a moiety having a chain length of 3 to 7 
atoms connected to fomi a ring selected from the group consisting of a c^oalkyl 
having from 4 through 8 contiguous members, a cycloalkenyl having from 4 through 8 
contiguous members, and a heterocyclyl having from 4 through 8 contiguous 

25 members; 

Wxiv is selected from the group consisting of O, C(0). C(S). C(0)N(R)av-i4). 
C(S)N(Rxiv.i4). (Rxiv-i4)NC(0), (Rxiv-i4)NC(S), S, S(0), S{0)2, S(0)2N(Rx,v.i4), (Rw- 

14) NS(0)2. and N(Rxw-i4) with the proviso that Rxw-w is selected from other than hato 
and cyano; 

30 Zxiv is independentiy selected from a group consisting of a covalent single 

bond, (C(Rxiv-i5)2)qxiv-2 wherein qxiv-2 is an integer selected from 1 and 2. (CH(Rxiv- 

15) )jxiv-W-(CH(R)av-i5))ioav wherein jxiv and kxiv are integers independentiy selected from 
0 and 1 witii tiie proviso tiiat. when Zxiv is a covalent single bond, an Rxw-issubstituent 
is not attached to Zm\ 
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1^.18 is IrKlependently selected. When Zxw is (CO^xw-is^ 
5 integer selected from 1 and 2. from the group consisting of hydrido. hydroxy, halo, 
cyano. aryloxy. amino, alkylamino, diallcylamlno, hydroxyalkyl. acyl. aroyi, hetetoaroyi, 
heteroaryioxyalkyl. sulfhydryl. acylamido, alkoxy, alkylthio. arylthto, alM, alkenyl, 
alkynyl, aiyl. aralkyl. aryloxyalkyl. aralkoxyaikyl. alkybulfinylalkyi, alkylstilfonylalkyl, 
aralkylthioalkyl. heteroaralkytthioalkyi, alkoxyalkyl, heteroarytoxyalkyl. alkaiyloxyaikyl. 

1 0 alkylthloalkyl. aiylthioalkyl. cydoalkyl. cycloalkylalkyl. cycloalkylalkenyl. cydoalkenyl. 
cycloalkenylalkyl. haloaikyi. haloalkenyl, halocycloalkyl. hatocydoalkenyl. haloalkoxy, 
haloalkoxyalkyi, haloaikenyloxyaikyl, haiocycloalkoxy, halocydoalkoxyalkyl, 
halocydoalkenyloxyalkyi, perhaloaryl. perhaloaralkyi, perhaloaryloxyalkyi. heteroaryl, 
heteroarylalkyl. heteroarylthioalkyl, heteroaralkytthioalkyi. monocarboalkdxyalkyl. 

15 dicartioalkoxyalkyi, monocyanoalkyi, dicyanoalkyi, carboalkdxycyanoalkyl. alkylsulfiny!. 
alkylsuHonyl. haloalkylsulfinyl. haloalkyisulfonyl. arylsulfinyi, arylsulfinylalkyi; 
aiylsulfonyl. arylsulfonylalkyl. aralkylsulfinyl, aralkylsuifonyl, cydoalkylsulfinyl. 
cydoalkybulfonyl. cydoaikylsulfinylalkyl. cydoalkylsufonylalkyi. heterxarylsulforiylalkyl. 
heteroarylsulfihyl. 

20 heteroarylsulfonyl.heteroarylsulfinylalkyi.aralkylsulfinylalkyl.aialkylsuifohylalky^ 
cartxwy, carl)oxyalkyl. cartwalkoxy, cartjoxamide, carboxamidoalkyl. caitoaralkoxy, 
dialkoxyphosphono, diaralkoxyphosphono. dlalkoxyphosphonoall^, 
diaralkoxyphosphonoaBcyl. a spacer seleded from a fnoiety having a chain length of 3 
to 6 atoms connected to the point of bonding select^ from the group consbtihg of 

25 l^gv't and Rxiv/4 to form a ring selected from the 

group consisting of a cydoalkeny! ring having from 5 through 8 contiguous meml)ers 
and a heterocydyl ring having from 5 through 8 contiguous members, and a spacer 
selected from a moiety having a chain length of 2 to 5 atbms connected to the point of 
bonding selected from the group consisting of FW^ and Rxiv.13 to fbnn a heterocydyl 

30 having fifom 5 through 8 contiguous members; 

Rxiv-15 and Rxw-is, when bonded to the different atoms, are taken together to 
form a group selected from the group consisting of a covalent bond, alkylene, 
haloaikylene, and a spacer selected from a group consisting of a moiety having a 
chain length of 2 to 5 atoms connected to fonn a ring selected from the group of a 
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saturated cydoalkyi having from 5 through 8 contiguous numbers, a cycloalkenyl 
having from 5 through 8 contiguous members, and a heterocydyl having from 5 
through 8 contiguous members; 

Rw-is and Rw.is, when bonded to the same atom are talcen together to form a 
group selected from the group consisting of oxo, thiono. alkylene, haloall<yiene. and a 
spacer selected from the group consisting of a moiety having a chain length of 3 to 7 
atoms connected to form a ring selected from the group consisting of a cydoall^yl 
having from 4 through.8 contiguous members, a cydoallcenyl having from 4 through 8 
contiguous members, and a heterocydyl having from 4 through 8 contiguous 
members; 

Rxiv-15 is independently selected, when Z^is (CH(RMv.i5)>pavW-(CH(R;av.«)) 
loav wherein pav and are integers independently selected from 0 and 1. from the 
group consisting of hydride, halo, cyano, aryloxy, carboxyl, acyl. aroyi, heteroaroyl. 
hydroxyalkyl. heteroaryloxyalkyj. acylamido. alkoxy. alkylthio. afylthio, alkyi, alkenyl, 
alkynyl, aryl, aralkyi, atyloxyalkyl. alkoxyalkyl. heteroaryloxyalkyl. aralkoxyalkyi, 
heteroaralkoxyalkyi, alkybulfonylalkyl. alkylsulfinylalkyl. alkenyloxyalkyl. alkylthioalkyi, 
arylthksalkyi, cydoalkyi, cydoalkylall^, cydoalkylalkenyl. cydoalkenyl. 
cydoalkenylalkyl. haloalkyi, haloalkenyl. hatocydoaIkyl,.hak)cydoalkenyl. haloalkoxy, 
haloalkoxyalkyi, haioalkenyloxyaikyi. hatocydoaBwMy, halocydoalkoxyalkyl. 
hakxydoalkenyloxyalkyl. pertialoaryl, pei1iak)aralkyl. perhatoaryloxyalkyl. heteroaryl. 
heteroarylaOcyl. heteroarylthioalkyl, heterparalkylthkalkyl, 
monocarboalkoxyalkyi, dkarboalkoxyalkyi, monocyanoalkyl. dtoyanoalkyl. 
carboalkoxycyanoalkyl. alkylsulfinyl. alkyteuMonyl. haloalkylsulfinyl. hatoalkyteulfonyl^ 
arylsulfinyl. arylsulfinylalkyl, arylsulfonyl. aryl^ulfonylalkyl. aralkylsulfinyl. aralkylsulfonyl. 
cydoalkyisulfinyl. cydoalkylsulfonyl. cydoalkylsulflnylalkyi, q 
heteroarylsulfonylalkyi, heteroarylsMlfinyl. heteroarylsulfonyl, heteioarylsulfinylalkyl. 
aralkylsulfinylalkyl. aralkylsulfonylalkyl. cartwxyalkyi, carboalkoxy, cartjoxamide. 
carboxamidoalkyl, carboaralkoxy, dialkoxyphosphonoalkyi, diaralkoxyphosphqnoaikyl. 
a spacer seleded from a linear moiety having a chain length of 3 to 6 atoms 
connected to the point of bonding selected from the group consisting of Rx^,^ and Rxw- 
8 to fbmi a ring selected from the group consisting of a cydoalkenyl ring having from 5 
through 8 contiguous members and a heterocydyl ring having from 5 through 8 
contiguous members, and a spacer 
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selected from a linear moiety having a chain length of 2 to 5 atoms connected to the 
point of bonding selected from the group consisting of Rxw^ and Rxiv-w to fomi a 
heterocydyl ring having from 5 through 8 contiguous membere; 

RxRM. Rw* Rxw<. IW.7. Rxiv^. Rxiv*, Rjov-io, Rxw-ii, Rxw-ia, and Rxiv-w are 
independently selected from the group consisting of perhaloatvloxy. alkanoylalkyl. 
alkanoylalkoxy, alkanoyloxy. N-aiyl-N-alkylamho. heterocydyld^^ 
hydroxyalkoxy,cart)oxamidoalkoxy. alka^carbonylalkoxy. all<oxycart)onylalkenyloxy, 
aralkanoylalkojy. araikenoyl. N-alkylcarboxamido. N-haloalkylcarboxamido. 
N-cydoalkylcarboxamido. N^iylcarboxamidoalkoxy. cydoalkykarbonyi, cyanbaikoxy. 
heterocyclylcarbonyl, hydrido, carbo)^. heteroataBqrtthfo, heteroaralkQ>Q^, 
cydoaikylamino. acylalkyl. acylalkoxy, aroylalkoxy, heterocydytoxy. aralkyiaryl. aralkyi, 
aralkenyl, aralkyriyi, heterocydyl, perhaloaralkyl. aralkylsulfonyl. aralkyteuHbnylalkyl. 
aralkyisulfinyl. atalkylsulfinylalkyl. halocydoalkyl. haiocydoalkenyl. cydbaikylsulfinyl. 
cydoalkylsulfinylalkyl. cydoaikylsulfonyl, cyctoalkylsulfonylalkyi, heteroarylamtno, N- 
heteroarylamino-N-alkyiamino, heteroarylaminoalkyl. haloalkylthio. alkanoykwy, alkoxy, 
alko)Qralkyl. haloalkoxylalkyl. heteroaraikoxy. cydoalkoxy, cydoalkenyloxy, 
cydoalkoxyalkyi, <ydoalkylalko)0', cydoalkenylo)Q'alkyl, cycloalkylenedioxy, 
hakxjydoalkoxy, halocydoalkoxyaikyf, halocydoaikenytoxy, halocydoalkenyk»q«lkyl. 
hydro)Qr, amino, thio, nitro, lower alkylaminb. alkylthio. alkylthioalkyi, 
arylamino, aralkylamino, aiylthio, arylthioalkyi, heteroaralkoxyaikyl. alkylsulfinyl, 
alkylsulfinylalkyl. atylsuffinylalkyl. arylsulfonylalkyl. heteroarylsulfinylalkyl, 
heteroarylsuMbnylalkyl. alkylsulfonyl, alkylsulfonyialkyi, haloalkylsulfinylalkyl. 
hatoalkylsulfbnylalkyl. alkyKulfonantidb. aMamiriosulfbnyl. amkJosulfonyl. monoalkyi 
amidosulfonyl, dialkyi amkJdsuiforii^,'^ 

diaiylamidosuHbnyl. nfiono^lkyl mohoaiyl amktosulfonyl, a^ 
heteroaiylthto, heteroaryisulfinVI. heteroaiyteuMbnyi. hete^ 
heterocydylthto. alkanoyl. alkenoyl. aroyi, hetero^riDyl. aralkanoyi, heterbaralkanoyl, 
haloalkanoyi, alkyl. alkenyl. alkynyl, alkenyloxy, alkenyloxyalky. alMenedioxy. 
haioalkylenedioxy. cydoalkyl. cydoalkytalfanoyl, (?ydoalkenyl. lower cydbali^alkyl, 
tower cydoalkenylalkyi, haki. hakialkyl; hatoalkenyl. haioalkoxy, hydroxyhaloalkyl. 
hydroxyaraikyl, hydroxyaikyi, hydoxyheteroaralkyl. haloalkoxyalM, aiyl, 
heteroaraikynyl. aryloxy, aralkoxy, aryloxyalkyi, saturated heterocydyl. partially 
saturated heterocydyl, heteroaiyl, heteroarytoxy. heteroaiyloxyalkyi, arylaikenyl, 
heteroarylalkenyl, carboxyalkyi, carboalkoxy. alkoxycarboxamido, 
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alkylamidocarbonylamido, arylamidocarbonylamido. carboalkoxyalkyi, 
carboalko)Q^lkenyl, carboafBlko)Qr, carboxamido, carboxamidoalkyi, cyano, 
carbohatoalkoxy, phosphono, phosphonoalkyi, diaralkoxyphosphono. and 
diaralkoxyphosphonoalkyi with the proviso that there are one to five norhhydrido ring 
5 substituents Rm^, Rxiv-6. Rxiv^, Rxiv-7, and Rxiv^ present, that there are one to five non- 
hydrido ring substituents Rxiv^, R^.^q, Rj^y.^, Rxw.12, and Rxiv.13 present, and Rxrv^, 
Rxiv^i Rxiv-6t Rxiv-7» Rxiv^, Rxn/^, Rx)v-io, Rxiv-it, Rxiv.i2i and Rxiv-ia are each 
independently selected to maintain the tetravalent nature of carbon, trivalent nature of 
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen; 

10 Rxiv-4 and Rxiv-s, Rxiv^ and Rxiv^, Rxiv^ and Rxiv.7, Rxiv-? and Rxiv^, Rxiv^ and 

Rxiv^, Rxiv^ and Rxrv-10. Rxiv-10 and Rxiv-n, Rxiv-n and Rxiv-12. and Rxiv-12 and Rxiv-13 are 
independently selected to form spacer pairs wherein a spacer pair is taken together to 
fomi a linear moiety having from 3 through 6 contiguous atoms connecting the points 
of bonding of said spacer pair members to form a ring selected from the group 

15 consisting of a cydoalkenyl ring having 5 through 8 contiguous members, a partially 
saturated heterocydyl ring having 5 through 8 contiguous members, a heteroaryl ring 
having 5 through 6 contiguous members, and an aryl with the provisos ttiat no more 
than one of the group consisting of spacer pairs Rxn/^ and Rw-s. Rxnw and Rxiv^. Rxi^^ 
and Rxiv-7. and Rxiv-7 and Rw^ are used at the same time and that no more than one 

20 of the group consisting of spacer pairs Rw^ and Rw-io. Rw-io and R)av-ii. Rxiv^n and 
Rxiv.i2. and Rxrv-12 and Rxiv-13 are used at the same time; 

Rxiv-* and Rxiv^, Rxiv^ and Rxtv-13. Rxiv^ and Rxiv:«, arid Rxiv^ and Rxiv-13 are 
independently seleded to fonri a spacer pair wherein said spacer pair is taken 
together to fonm a linear moiety wherein said linear nrwiety fdiftns a ring selected from 

25 the group consisting of a partially saturated heterocydyl ring having from 5 through 8 
contiguous members and a heteroaryl ring having from 5 through 6 contiguous 
members with the proviso that no more than one of the group consisting of spacer 
pairs Rxiv-4 and Rxw^, Rxiv-* and f^.13, Rxiv^ and Rxiv^, and Rxiv^ and Rxiv-13 is used at 
the same time. 

30 Compounds of Fomiula XIV are disdosed in WO 00/1 8721 . the entire 

disdosure of which is incorporated by reference. 

In a prefenred embodiment, the CETP inhibitor is selected from the following 
compounds of Formula XIV: 



SOCSCtD: <WO 0300Q205A2 I > 
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phenyOmethyllamino]-1,1.1-trinuoro-2-pfDpanol: 

methyl]amino]1.1,l-trifluoro-2-propanol; 

3-ff3.(2,3-dichlorophenoxy)phenyl][(3-( 1,1,2 2- 
tetrafIuoroethoxy)phenyO-methyOaminoM.l',i^uoro-2-propanol: 

3-I[3-(2-fluoro-5-bromophenoxy)phenylI|I3-( 1 1 2,2- 
.tetrafIu()roethoxy)phenylHTOthyOamino]-1,1.ll^^ 

25 3-tP-(4-chloro^thyIpheno;q^)phenyl]I[3-(1,1 22- 
tettafluoroethoxy)pheriylHmthyOamlno>1.1,i-t^ 

3-fl3-{3-(1,1^,2-tetrafluoroeth6)y)phenQxylpheny^ 1 1 22-tetrafliinm. 
ethoxy)phervOrT«thyOaminoH.1.1^rifluoi^2i>4^^^ 

3-a3-I3-{pentafluoroethyl)phenoxylpheny|]p-{ 1,1.2 2- 
tetrafluaoethoxyH)henyOrnethyQamirK)]-1.1.i^uo^2-propan^ 

3-II3-(3,5-dimethylpheno)Q^)phenyl]I[3-{1 ,1,2 2- 
35 tetrafluoroethoxy)phenylHTjethyqaminoH.1.1-*^^ 

45 

3-[[3-(5.6.7.8-tetrahydro-2-naphthoxy)phenyO[[3.(1 1 22- 
tetrafluonoethoxy)ph6nyl]methyl]aminol-1,1.i-trifluor(i.2-propanol; 

3-{[3-(phenoxy)phenyl]fl3-(i.i.2,2-tetrafluoroethoxy) 
50 phenyQmethyl]amino]-1.1.1-trifluorx>.2-propanol; 
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3-[[3-[3-{N,N-dimethylamino)phenoxy]phenyl][[3-(1 .1 ,2,2" 
tetrafluo^oethoxy)pheny^methyl]amino]-1 ,1 J -trifluoro-2-propanol; 

3-I[[3-{1 ,1 ,2,2-.tetrafluoroethoxy)phenyl]methy1][3-p- 
5 (trifluorometho)y)-phenyOm6tho)Qr]phenyl]amino]-1,1,1-tt^^ 

3-[tt3-(1 J .2,24etrafIuoroethoxy)phenyOmethyO[3-[[3-(tr^ 
phenyOmethoxy]phenyOamino]-1 ,1 ,1-trifluorch2iDropanol; 

1 0 3-[[[3-(1 .1 ,2,2-tetrafluoroetho)cy)phenyOmethyO[3-p,5Hjimethylphenyl]- 
methoxy]phenyOamino]-1 . 1 ,1 -trifluoro-2-propanol: 

3-[[[3-(1 ,1 .2,24etrafluoroethoxy)phenyOmethyl][3-[[3- 
(trifluc)romethylthio>.phenyl]methoxy]phenyl]amino]-1 ,1 rtrifIuoro-2-propanol; 

15 

3-[H3-(1 ,1 .2.24etrafluoroethpxy)phenyl]me%0[3-P,5Klifluorophenya- 
methoxylphenyl]aminol-1 ,1 .1-trifluoro-2i3ropanol; 

3-[[I3-(1 .1 ,2.24etrafluoroethoxy)phenyOmethyai3-[cydohexylmetho 
20 1,1,1-trifluoro-2-propanol; 

3-[I3-{2KJifluoromethoxy-4"Pyridyloxy)phenyOn3-(^ 
tetrafluoroethoxy)i)henyl]methyOamino]-1 ,1 ,1 -trifluoro-2-propanol; 

25 34[3-{2-trifluoromethyl-4-pyridyloxy)pheny^ 

pheny1ImethyOamino]-1,1,1-trifluoro-2-f)ropanol; 

3-II3-{3-difluoromethoxyphenoxy)phenyO[[3-{1 J ,2,2-tetrafluof^ 
phenyllmethyOamino]-1 ,1 ,1-trifluoro-2-propanol; 

30 

3-D[[3-(3-trifluoromethy!thio)phenoxy]phenyl][[3-(1 .1 ,2,2- 
tetrafluoroethoxy)-phenyl]methyOamino]-1 ,1 ,1-trifluoro-2-propanol; 

3-I[3-{4-diloro-3-trlfIuoromethylpheno)cy)phenyOtt^^^ 1,1,2.2-tettafIuoroethoxy)- 
35 phenyOmethy^amino]-1 .1 ,1 ,-trifluoro-2-propanol; 

3-[[3-(3-trifIuoromethoxyphenoxy)phenya[[3-(pentafl^^^ 
trifluoro-2-propanoI; 

40 3-I[3-(3HSopropylphenoxy)phenyQ[[3Kpentafluoroethyl)phenyO 
trifluoro-2-propanoI; 

3-I[3-{3-cydopropylphenoxy)phenyQtt3-{pentafluoroethyl)p^^^^ 
trifluoro-2-propanol; 

45 

3-p-(3-(2-fuiyl)phenoxy)phenyl][[3-(pentafluoroethyl) phenyl]methyO-amino].1.1,1. 
trifluoro-2-propanol; 

3-[[3-{2.3-dichlorophenoxy)phenyll[[3-(pentafluoroethyl) phenyl]methyll-amino]-1 ,1 ,1- 
50 trifluoro-2-propanol; 
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15 3-([3-I3-(1,1,2,2-tetrafluoroethoxy)phenoxy]phenynfr3- 

(pentafluoroethyl)-phenyQmethyl]aminoh1.1.1.trifluoro-2-propanol; 

20 

Sfl^SlSSS''^^^^^^^^ phenyQmethyOaminoH.l.l. 

^^^^^''^^'^'^^^'^^^'^^^^ phenyamethyOaminol-1.1.1- 

3-[I3-{5,6,7,8-tetrahydro-2-naphthoxy)phenynrr3- 
^ (Pentafluoroethyl)pheriy0.methyOamlnoh1.1.1.trife 

3-a3-(pherK)xy)phenyl]n3-(pentafluoroethyl)phenynmethy 
am/noj-1,1,l-trifluoro-2-propanol; 

^^^^^^^^•'^■<^''^6*fiya'T>ino)phenoxy]phenynn3- 
40 (pentafluoraethyl)phenyQ.methyOamino]-1.1.1.trifluorD-2.p 

methoxy]phenyl]amino]-1,l.l-trifluoro-2-propanol; yn^^i 
methoxy]phenyqamino]-1.1.l.trifluoro-2-propanol; /w«"y'J 



50 



3-{I[3-(pentafliioroethyl)phenyl]methyQ[3-l[3.5- 
dimethylphenyl]methoxy]-phenyOaminoI-1.1.1-trifluoro-2-propanol: 

3-([[3-(pentafluoroethyl)phenyl]methyl][3-IP- 
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(trifluoromethylthio)phenyl]-methoxy]phenyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-ffl[3-(pentafluoroethyl)phenyQmethyI][3-[[3.5- 
difluorophenyOmethoxyl-phenyQamino]-1 ,1 ,1-trifluoro-2-propanol; 

5 

3-[[[3-(pentafluoroethyl)phenyOrnemyOI3^cydohe)cyIrTO 
tiifluoro-2-propanol; 

3-[[3-(2-difluoromethoxy-4-pyridyloxy)phenyl][[3- 
1 0 (pentafluoroethyI)phenylhmethyflamino]-1 , 1 ,1 -trifluoro-2-propanol; 

3-[[3-(2-trifluoromethyl-4-pyriclyloxy)phenyl][[3- 
(pentafluoroethyl)phenyQ-methyOamino]-1,1J-trifluor^^ . 

15 3-p-(3-dffluoromethoxyphenoxy)phenyO[[3-(pentafluoroeth^ 
1 , 1 , 1 -trifluoro-2-propanot 

3-[[[3-(3-trifluoromethylthio)phenoxy]phenyO[[3- 
(pentafluoroethyl)phenyOHTiethyOamino]-1 J J-trifluoro-2-propan^ 

20 

3-[[3-{4-chloro-3-trifluoromethylphenoxy)phenyQ|I3-(pen 
phenj^methyGamino]-1 ,1 ,1 -trifIuoro-2-propanol; 

3-[[3-(3-trifluoromethoxyphenoxy)phenyl]|I3- 
25 (heptafluoroprapyl)phenyOHrnethyOaminol-l .1 .1-trifluoro-2-propanoI; 

3-I[3-{3-isopropylphenoxy)phenyll[[3-(heptafluoropropyl) phenylJmethyQ-amino]-! ,1 .1- 
trifluoro-2i5ropanol; 

30 3H[3-(3-cydopropylpheno)cy)phenyOI[3-(heptafluoropropyl) phenyl 
1 ,1 ,1-trifluoro-2-propanol; 

34[3-(3-(2-furyl)phenoxy)phenyl][[3-(heptafluoropropyl) phenyQmethylJ-aminohl.l.l- 
ti1fluoro-2-propanol; 

35 

3HI3-(2,3-dichtoropheno)y)phenyQI[3-(heptafluoropro^ phenyl]methyl]-amino]-1.1,1- 
trifluoro-2-propanol; 

3-[[3-(4-fluorophenoxy)phenyO[[3-(heptafluoropropyl) phenyOmethyl]aminol-1 ,1 ,1- 
40 trifluoro-2-propanol; 

34I3-(4-methylpheno)y)phenyO[[3-(heptafluoroprDp^^ 
trifluoro-2-propanol; 

/ 45 3-[[3-{2-fluoro-5-brornophenoxy)phenyl][[3-(heptafIuoropropyl) phenyl]-methyl]amino]- 
1 .1 ,1-trifiuoro-2-propanol; 

3-[[3-(4-chloro-3-ethylphenoxy)phenyl]II3-(heptafluoropropyl) phenyl]methyl]-amlno]- 
1 .1 ,1-trifiuoro-2-propanol; 

50 
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3-[[3-[3-{1 ,1 ,2,2-tetrafluoroethoxy)phenoxy]phenyO[[3- 
(heptafluoropropyl)-phenyOmethyIlaiTiino]-l,i.i^rifluoro-2-propanol; 

3-[[3-[3-(pentafluoroethyl)phenoxy]phenyl][[3- 
5 (heptafluoropropyl)phenylI-methyaamino]-l.l.i.trifluoro-2-propanol; 

Wfl^^*X?aTO°^^'''^'^ PhenytJmethyOaminoM.I.I- 

3J3-(3-W)utylphenoxy)ph6nyO{[3-(heptafluoropropyOphenyOm^ 
tntiuoro-2-propanoi; j i • 

15 

wK^SS^i^S^'^^''*'^^ ph0nyl]methyl]aminoM.1.l. 

3-[I3-(5.6,7,8-tetrahydro-2-naphthoxy)phenyO[[3- 
20 (heptafluoropropyl)phenyQ-methyOamino]-1.1,l.trifluofx>2-pro^^^ 

3-C3-{phenoxy)phenyOff3-(heptafluoropropyl)phenyOmethyn 
amino]-1 ,1 ,1-trifluoro-2-p(opanol; 

25 3-P-|3-(N,N-dimethylar™no)phenoxy]phenyQ[[3- 

(heptafluoropfDpyI)phenyO-methyOamino]-1J.1-trifluoro-2-propan^^^ 

3-p(3-(heptafluoropropyl)phenylImethyOP-I[3- 
^ («flwrometho)qr)phenylI-methoxylphenyQamifK)>1.^ 

3-{ff3-(heptafluoropropyl)phenyOmethya[3-a3-(ttfluon3meth^^^ 
methoxylphenylIamino]-1.1,1-trifIuoro-2-propanol; 

3-([[3-(heptafluoropropyl)phenyl]methyl][3-[[3,5- 
35 dimethylphenyQmethoxy]-phenyOamino]-1.1,1.trifluoro-2-prDpanoI; 

3-I[[3-(heptafIuoropropyl)phenyl]nriethyl][3-{[3- 

(trifluoromethylthio)phenyl].methoxy]phenyl]amino]-1 .1 .1-trifluoro-2-propanol; 

40 3-ni3-(heptafiuoropropyl)phenyOmethylJ(3-0;3,5- 

difluorophenyqmethoxy]-phenyi]amino]-l,l,l-trifluoro-2-propanol; 

45 ' 

3-{[3-(2-<ljfluoromethoxy-4-pyridyloxy)phenyl][[3- 
(heptafluoropropyl)phenyll-firethyflaminoJ-1,1,1-trifluon>2-propanol; 

3-[p-(2-trifluoromethyl-4-pyrklyIoxy)phenyQ[[3-(heptafIuoropro^^^^ 
50 nnethyl]aminol-1.1,1-trifluoro-2-propanol: /j 



aXlCID; <WO__(l900029S>a.l.> 



wo «3/()()0295 



PCT/IB02/01571 



-82- 



3-p-(3«difluoromethoxypheno3Qr)phenylJII3-(heptafluoropropyl) phenyl]-m6thyOamino]- 
1 ,1 .1 -trifluoro-2-propanol; 

3-[ff3-(3-trifluoromethylthio)phenoxy]phenyl][[3'" 
5 (heptafluorppropyl)phenyl]-methyOaminol-l .1 .1-trifluoro-2iDropanol; 

3-[[3-{4-chloro-3-trifluorome%lphenoxy)phenyO[[3-(h^ 
methyl]amino]-1 ,1 .1 -trifluoro-2-propanol; 

1 0 3-[I3-(3-trifiuoromethoxyphenoxy)phenyO[I2-fluoro^ 
methyl]amino]-1.1.1-trifluoro2-propanol; 

3-[I3-(3-isopropylphenoxy)phenyQ[[2-fluoro^5-(trifluoro^ 
1 ,1 ,1-trifluoro-2-propanol; 

15 

3-p-(3-cyclopropylphenoxy)phenyl][I2-fluoro-5- 
(trifluorpmethyl)phenyn-me%Qaminol-1 .1 .1-trifluo 

3-[I3-{3-(2-furyl)phenoxy)phenyO[[2-fluoro-5-(trifluoromethyl)p 
20 1,1,1-trifluoro-2-propanol; 

3-|I3-(2.3<lichlorophenoxy)phenyO[I2-fluoro-5-(trifluorom 
1 ,1 ,1-trifluoro-2-propanol; 

25 3-I[3K4-fluorophenoxy)phenyQP4ludroh5KtrTfluo^ 
phenyflHiTethyOamino]-1,1.1-trifluorx)-2iDropand^ 

34[3-(4-me%lphenoxy)phenyO[I2-fluoro-5-(trifluoromem^^ 
1 ,1 ,1-trifluoro-2-propanol; 

30 

3-[[3-(2-fluor<>5-bromophenoxy)phenyO[[2-fluorch5-(trifluorom 
phenyl]methyl]amino]-1 ,1 ,1-trifluoro-2-propanol; 

3-[[3-(4-chloro-3-e%lphenoxy)phenyO[[2-fluoro-5-(trifluoro^ 
35 phenyOmethyOaminol-1J,1-tiffluoro-2-propanol; 

3-(I3-[3-(1 ,1 ,2,24etrafluoroethoxy)phenoxy]phenyl]p-fluorD^(trifluoro- 
methyl)phenyOmethyl]amino]-1 ,1,1 -trifluoro-2-propanol; 

40 3-[[3-{3-(pentafluorc)ethyl)phenoxy]phenyO[[2-fluoro-5-(trffl 
methyOamiTOj-l .1 ,1-trtfluorc>-2-propanol; 

3-[[3-(3.5-dlmethylphenoxy)phenyl]p-fluoro-5- 
(trifluoromethyl)phenyO-methyQamino]-1,1.14rifluoro^^ 

45 

3Ht3-(3-ethylphenoxy)phenyOP-fluorc>5-{trifluoromethyl) phenyOmethyO-amino]-1.1,1- 
trifluoro-2i3ropanol; 

3-tt3-(3-t-butylphenoxy)phenyll[[2-fluoro5-(trifluoromethyl) phenyQmethyO-amino]- 
50 1.1.1-tiifluoro-2-propanol; 
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3-[[3K3H7iethylphenoxy)phenyO[[2-fluorrh5-(trifluoromet^^ phenyOmethyll-aminol- 
1,1,1-trifluoro-2-propanol; 

3H[[3-(5,6,7.8-tetrahydro-2-naphthoxy)phenyO[[2-fluort>-5- 
5 (trifluoromethyl)-phenyl]methyl]aminoj-1 .1 .1 -trifluoro-2-propanol; 

3-n3^phenoxy)phenyOn2-fluoro-5Ktrifluorometh^ 

2- propanol; 

10 3-p-[3-(N,N-dimethylamino)phenoxy]phenyi][[2-fluoro-5- 
(tiifluoromethyl)-phenyOmethyOamino]-1 J J.trifluoro-2^ 

3- [fl:2-fluoro-5-^trifluoromethyl)phenyamethyO[3-I[3-(W^ 
phenyqmetho3Q/|phenyl]amino>1 .1 ,1-trifluoro-2-propanol; 

15 

3-[n2-fluoro-5-(trifluoromethyl)phenyOmethyl][3-[[3-(h^ 
phenyl]methoxy]phenyOamino}-1 . 1 . 1-trifluoro-2-propanol; 

3-[D:2-fluoro-5-(trifluoromethyl)phenyOmethyO[3.[[3,5^ 
20 methoxy]phenyOamino]-1,1,1-trifiuon>2-propanol; 

3-[[I2-fluoro-5-(trifluoromethyl)phenyOmethyOI3-[[3- 
(trlfluoromethylthioH)henyOmethoxylphenyqamiTO^^ 

25 3H[[2-fluoro-5-(trifluoromethyl)phenyQmemyOI3-[[3.5K^^ 
rnethoxy]phenyOamlno]-1 ,1 J.trifluoro-2-prapanol; 



30 



3^p-fluoro-5-(trifluoromethyl)phenyQmethyQ[3^cycloh^ 
1,1,1-trlfluoro-2-propanol; 

34[3-<2^1ifluorornethoxy-4i)yridyloxy)phenyqp^^ 
(trifluoromethyl)-phenyljmethy0amino]-1 , 1 ,1-trTfIuofo-2-propanol; 

3H[3-{2-trifluoromethyl-4-pyridyloxy)phenyQII2-fluorx^ 
35 (trrfluoromethyl)-phenyl]methyllamino]-1,1 J^iffl^ 

3-fl;3-(3-difluoromethoxyphenoxy)phenyl][[2-fluorch5-(trifluora 
phenyOmethyOamlnoJ-l . 1 ,l-trifluofD-2-propanol; 

40 3-{[r3-(3-trTfluoromethylthio)phenoxy]phenyOi[2-fluoro-^^ 
phenyljmethyljaminoj-l . 1 ,1-trifluoro2-propanol; 

3--p-(4-chloro-3-trifluoromethylphenoxy)phenyO[i2-fluorc^^^ 
(trifluoromethyl)phenyl]methyl]amino]-1 .1 ,1-trifluoro-2-prop^nol; 

3"[[3-(3-trifluoromethoxyphenoxy)phenyO[[2-fIuorcH4-(trifluord^ 
phenyl]methyl]amino]-1 ,1 ,1-trifIuon>2-propanol; 

34[3K3-isopropylphenoxy)phenyQ([2-fluoro-4-(trifluorome%l)phenyn^ 
50 1,1,1-trifluoro-2-propanol; 



45 
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3-[I3-{3-cydopropylphenojQr)phenyrm2-fluoro-4- 
(tiifluoromemyl)phenyl]-methyOaminoh1 J ,1-trifluoK>-2-pr^^ 

3-a3-(3-(2-furyl)phenoxy)phenyfln2-fluoro-4-(trifluoronrjethyl)phew^^^ 
5 1,1,1-trifIuoro-2-propanol; j 

3-[[3-(2,3-dicrfiIorophefK)xy)phenyOP-fluoro^trlfluorometh^^^^ 
1,1.1-trifIuoro-2-propanol; 

10 3-a3-(4-nuorophenoxy)phenyl][I2-fluorD-4-(trifluoromethyl) phenyn-methynaminol- 
1,1,1-trifluono-2-pfDpanol; " ' 



15 



45 



50 



3-I[3-(4-methylphenoxy)phenyaiI2-fluofx>4-(trifluoromethyl) phenyl 
amino]-1 ,1 ,1^trifluoro-2-propanoi; 

3-[[3-(2-fluoro-5-bromopheno;y)phenyl][[2-fluoro-4-(tiifluoramethyl)- 
phenyOmethyl]amino|-1,1,1-trifluorio-2-propanol; 



3-tt3-(4-chloro-3-ethylphenoxy)phenyQ[[2-fIuoro-4-(trffluoromethy!)- 
20 phervOmethyi]amino]-1,1,1-tnfluoro-2-prDpanol; 

3-I[343-(1JA2-tetrafluorDethoxy)phenoxy]phenyQ[[2-fIuoi^(trifluoro- 
methyl)phenyQinethyllaminol-1,1,1-trifluoro-2-propanol; 

25 3-{[3^3-(penlafluofDethyl)pheno3y]phenyOIP-flijoro-4-(trifltiof^ 
phenyQmethyqamlno]-1.1,Hrifluoro-2-prDpanol; 

3^I3-{3.S-dimethylphenoxy)phenyO[[2-fluoro-4- 
(trifluoromethyl)phenylHTOftyOamirK)]-1.1,1-trffluoro^ 

30 

3|3-(3-emylphenoxy)phenyO[12-fliK)ro^-(trifluoromethy1) phenynmethyllnaminoM 1 1- 
tnfluora-2-propanol; ^ 

^p(^-'''^P'^®"0'y)PhenyQP-fluort>4-{trifIuoromethyl) phenyQmethyn^minol- 
35 1,1,1-tnfluoro-2-propanol; 

3^3^^|rnethylphenoxy)pheriyO[I2-fluoro-4-(^ 

1.1.1-tnfluoro-2-propanol; jj j 

40 3-II3-{5,6,7.8- tetrahydro-2-naphtho><y)phenyOII2-fluoro-4-(trlfluoromethyl)- 
phenyOmethylJamlnol-1.1,1-trff!uoro-2-prapanol; 

3-n3-{phenoxy)phenyJ]p-fluoro-4-(trifluoromethyl) phenyl]methyl]amino]-1 .1 ,1-trjfluoro- 
4&*4jn)p3noi| 



3-p3-[3KN,NWirnethylamino)phenoxy]phenyO[[2-fluoro-4- 
(trifluoromethyl)-phenyOmethyOamlno]-1,1,1-trifluofD-2-propanol; 

34p-fluono-4-(trifluoromethyl)phenyQmethyOI3H[3-(trifluorometho)^^ 
pheny0melhc»y]pheny0aininoj-1 ,1 , 1-trifluoro-2-propanol; 
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3-[[[2-fluoro-4-(trifluoromethyl)phenyOmethyl][3-n^^^ 
phenyamethoxy]phenyQamino]-1.1J-trifluoro-2-propanol; 

3-[[[2-fluoro-4-(trifluoromethyl)phenyOmethyO[3-p,5-^ 
5 fnetho)y]phenyOamlno]-1,1,1-trifluoro-2-propanol; 

3-[D:2-fluoro-4-(trifluoromethyl)phenyOmethyQ[3-p- 
(trifluoromethylthio)-phenyOmethoxy]phenyllamino]-^ 

10 3HI2-fluoro-4-(trifluoromethyl)phenyOmethyl][3-ff^ 
metho)y]phenyOamino]-1 ,1 ,1-trifluoro-2-propanol; 



15 



3-[[[2-fluoro-4-(trifluoromemyl)phenyl]methyO[3-[<ydohe^ 
1,1,1 -trifluoro-2-propanol; 

3-I[3-(2KlifIuoromethoxy-4-pyridyloxy)phenyl]p-fluorc)-4^ 
(trifluorpmethyl)-phenyOmethyOamino]-1.1,1-trifluoro-2-pro^^ 



3Ha[3-(2-trifluoromethyl-4-pyridyloxy)phenyO[[2-fluoro^ 
20 (trifluoromethyl)-phenyQmethyQamino]-1,1J-triflu^^^ 

3-[[3-(3<lifluoromethoxyphenoxy)phenyQ[[2-fluor(>4-(W^ 
phenyQmethyOamlno]-1 ,1 ,1-trTfluoro-2-propanol; 

25 

3-[n3-(3-trifluoromethylthio)phenoxy]phenyO[i2-fluor<>4- 
(trifluoromethyO-phenyflmethyljamino^l.l J-trifluor^^ and 

3-[[3-(4-diIoro-3-trifluoromethylphenoxy)phenyl][[ 2-fluofD-4-(trjfluoro- 
30 meftyl)phenyOmethyOamino]-1.1.1-trifluoro-2-propanol. 

Another class of CETP inWbtors that finds utility with the present 
invention consists of substitued N-Aliphatic-N-Aromatic fert/a/y-Heteroalkylamines 
having ttie Formula XV 

35 



^XV-16 \^ p 

*^XV-15 



^XV-2 I 



XV 



XV 



R 



Fonnula XV 



and phanmaceutically acceptable fonns thereof, wherein: 
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nxv IS an integer selected from 1 through 2; 

Axj and Qxv are independently selected from the group consisting of 



AQ-1 




/ \ 

-CH2(CRxv-37fW^W-(CRxv^Rxv^)^ (CRxv^xv^W-H, 

5 with the provisos that one of Axv and Qxv must be AQ-1 and that one of A^v and Qxv 
must iDe selected from the group consisting of AQ-2 and -CH2(CRxs/^Rxv^),xv-(CRxv. 
33Rxv-34)uxv"Txr(CRxv^Rxv^)«(XNrH; 

Txv is selected from the group consisting of a single covalent bond, O, S, S(0). 
S(0)2, C(Rxv^)=C(Rx^^), and 
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vxv is an integer selecled from 0 through 1 with the proviso that vxv is 1 when 
any one of Rxviaa. Rxv«34, Rxv^. and is aryl or heteroaryl; 

ujcvand are Integers independently selected from 0 through 6; 
A»,-ilsC(Rxv-ao); 

5 Pxv-i. Dxv^, Jxv-1, Jxv^, and Kxv.i are independently selected from the group 

consisting of C, N, O. S and a covalent bond with the pn^visos that no more than one 
of Dxv.i, Dys/^, Jxv-1. Jxv-2. and Kxv-i is a covalent bond, no more than one of Dxv-i, Dxv-2, 
Jxv-1. Jxv.2, and Kxv.i is 0,no more than one of Pxv-i. Dxv.2, J»/-i. Jxv^, and Kxv-i is S, 
one of Dxy/-i. Dxv.2, Jxv-i. Jxv-2. and Kys/Ji must be a covalent bond when two of Dxv-i, 
10 Dxv^ Jxv-i. Jxv^, and Kxv-i are 0 and S. and no more than four of Dxv-i. Dxv-2. Jxv-i. Jxv- 
2, and Kxv-1 are N; 

Bxv-i. Bxv-2, Dxv^, Dxv^, Jxv^, Jxv-4, and Kxv-a are independently selected from 
the group consisting of C, C(Rxs/^). N, O. S and a covalent bond with the provisos that 
no more than 5 of Bxv-i. Bxv.2. Dxv^. Dxvw^, Jxv^. Jxv-4, and Kxv.2 are a covalent bond, no 
15 more than two of Bxv-i, Bxv-2, Dxv-o. Dxv-t, Jxv^, Jxv-4. and Kxv-2 are O, no more than two 
of Bxv-i, Bxv-2, Dxv^, Dxv-4, Jxv-3, Jxv-4, and Kxv-2 are S, no more than two of Bxv-i, Bxv-2. 
Dxv.3, Dxv^, Jxv-3. Jxv^, and Kxv.2 are simultaneously O and S. and no more than two of 
Bxv-1. Bxv.2, Dxv-3, Dxv^, Jxv-a, Jxv-4, and Kxv-2 are N; 

Bxv-1 and Dxv-3. Dxv^ and Jxv^. Jxv^ and Kxv-2. Kxv-2 and Jxv-4. Jxv^ and Dxv^, 
20 and Dxv-4 and Bxy.2 are independently selected to fonn an in-ring spacer pair wherein 
said 

spacer pair is selected from the group consisting of C(Rxv^)=C(Rxv^) and N=N with 
the provisos that AQ-2 must be a ring of at least five contiguous members, that no 
more than two of the group of said spacer pairs are simultaneously 
25 C(Rxv.33)=C(R)^^) and that no more than one of the group of said spacer pairs can be 
N=N unless the other spacer pairs are other than C(Rxv-33)=C(Rxv^), O, N, and S; 
Rxv-1 is selected flnom the group consisting of haloalkyi and haloaIko)Qmethyl; 
Rxv-2 is selected from the group consisting of hydride, aryl. alkyi, alkenyl, 
haloalkyi, haloalkoxy. haloalko>yalkyl, pertialoaryl, pertialoaralkyi, perhaloarylo)Q^lkyl 
30 and heteroaryl; 

Rxv^ is selected from the group consisting of hydride, aryl, alkyl. alkenyl, 
haloalkyi, and haloalkoxyalkyi; 
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Yxv is selected from the group consisting of a covaient single bond, (CHajq 
wherein q is an integer selected fipom 1 through 2 and (CH2)|-0-(CH2)k wherein j and k 
are integers independently selected from 0 through 1 ; 

Zxy is selected from the group consisting of covaient single bond. (CHa), 
5 wherein q is an integer selected from 1 through 2. and (CH2)rO-(CH2)k wherein j and k 
are integers independently selected from 0 through 1 ; 

Rxv^. Rxv^, Rxv^ and Rxv-13 are indeperidently selected from the group consisting 
of hydride, halo, haloalkyl. and alkyi; 

Rxv^ is selected from the group consisting of hydrido, alkoxy, alkoxyalkyi, halo. 
10 haloalkyi, alkylamino, alkylthio, alkylthioalkyi, alkyi, alkenyl, haloalkoxy, and 

haloalkoxyalkyi with the proviso that is selected to maintain the tetravalent nature 
of carbon, trivalent nature of nitrogen, the divalent nature of sulfur, and the divalent 
nature of oxygen; 

Rxv^, when bonded to Axv-i, Is taken together to fonm an Intra-ring linear 

1 5 spacer connecting the Axv.i-carbon at the point of attachrnent of Rxs^^ to the point of 
bonding of a group selected from the group consisting of Rxv.10, Rxv-11, Rxv.12, Rxv-ai, 
and R)(v^ wherein said intra-ring linear spacer is selected from the group consisting of 
a covaient single bond and a spacer moiety having from 1 through 6 contiguous atoms 
to form a ring selected from the group consisting of a cydoalkyl having from 3 through 

20 10 contiguous members, a cycloalkenyl having from 5 through 10 contiguous 
members, and a heterocydyl having from 5 through 10 contiguous members; 

Rxv^, when bonded to Axv-i, is taken together to fonm an intra-ring branched 
spacer connecting the Axv-i-cartion at the point of attachment of Rxv^ to the points of 
bonding of each member of any one of substituent pairs selected from the group 

25 consisting of subsitituent pairs Rxv-ioand R^.n, Rxv-ioand Rxv^i, Rxv.ioand Rxv^, Rxv. 
10 and Rxv-12. Rxv-11 and Rxv-3i» Rxv-n and Rw^t Rx\/.ii and Rxv-12. Rxv-31 and Rxv-32, Rxv- 
31 and Rxv-12. and Rxv^ and Rxv.12 and wherein said intra-ring branched spacer is 
selected to fomn two rings selected from the group consisting of cycloalkyi having from 
3 tiirough 10 contiguous members, cycloalkenyl having from 5 through 10 contiguous 

30 members, and heterocyclyl having from 5 ttirough 10 contiguous members; 

Rxv^i RxV^, Rxv^, RxV-7f RxV-a. RxV^i RxV-IOt Rxv-11, RxV-12i RxV-13i Rxv-31. RxV-32. 

Rxv.33. Rxv.34. Rxv-35, and Rxv^e are independentiy selected from the group consisting of 
hydrido, carboxy. heteroaraikylttiio, heteroaralkoxy. cycloalkylamino, acylalkyi, 
acylaikoxy, aroylalkoxy, heterocyclyloxy. aralkylaryl, aralkyi, aralkenyl, aralkynyl, 
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heterocydyl, pertialoaralkyl. analkylsulfonyl. aralkylsulfonylalkyl. aralkylsulfinyl. 

aralkylsulflnylalkyi, halocydoalkyl. hatocydoalkenyl. cydoalkylsulfinyl. 

cydoalkylsutflnylalkyl. cydoalkylsulfonyl. cydoalkylsulfonylalkyl. hete^oarylamino. N- 

heteroarylamino-N-alkylamino. heteroarylaminoalkyf. haloalkyfflifo. alkanoyloxy. ^oxy. 

alkoxyalkyl. haloalkoxylalkyi, heteroaralkoxy. cydoalkoxy. cydoalken^^^ 
cydoalkoxyalkyl.cydoalkylalkoxy, 

cydoalkenyloxyalkyl. cydoalkylenedio)^. halaydoalkcwy. 

halocydoalkoxyalkyl. halocydoalkenyloxy. halocydoalkenytoxyalkyf. hydroxy, amino. 

thio. nitro. lower alkylamino. alkylthio. alkylthioalkyl. arylamino. aralkylamino.'arylthto, 

arylthioalkyl. heteroaralkoxyalkyl. alkylsuffinyl. alkylsulfinylalkyl. arylsulfinylaikyl. 

arylsulfonylalkyl. heteroaiylsulfinylalkyl. heteroarylsulfonylalkyi, alkylsulfonyl. 
alkylsulfonylalkyl. haloalkylsulfinylalkyl. haloalkylsulfonylalkyl. alkylsulfonamido. 
alkylaminosulfonyl, amidosulfonyl, monoalkyi 

amidosulfonyl. dialkyi amidosulfonyl. monoarylamidosulfonyl. arylsulfonamido. 
diarylamidosulfonyl. monoalkyi monoaryl amidosulfonyl. aiylsulfinyl. aiylsulfon^ 
heteroatylthlo. heteroarylsuffinyl. heteroarylsulfonyl. heterocyd^ 
heterocydylthk,. alkanoyl. alkenoyl. aroyl. heteroaroyl. aralkanoyl. heterMraikanoyl. 

hakjalkanoyl. alkyl. alkenyl. alkynyl. alkenytoxy. alkenyloxyalky. alkylenedioxy. 
hatoalkylenedfoxy. cydoalkyi, cydoalkylalkanoyl. cydoalkenyl. lower cydoalkiilalkyl. 
lower cydoalkenylalkyf. halo, hatoalkyl. hatoalkenyl. haloalkoxy. hydroxyhaloalkyl. 
hydroxyaralkyl. hydroxyalkyl. hydoxyheteroaralkyl. haloalkoxyalkyi, aryl. 
heteroaralkynyl. aryloxy. aralkoxy. aryloxyalkyl. saturated heterocydyJ. pamty 
saturated hetenocydyl. heteroaiyl. heteroaiyloxy. heteioaiylaxyalkyl. atylalkenyl. 
heteroatyjalkenyl. carboxyalkyi, carboalkoxy. alkoxycartjoxamiclo. 
alkylamidocart)onyiamido. alkylamidocart)onylamido, carboalko)Q«lkyl. 
carboalkoxyalkenyl. carboaralkoxy. cartjoxamido. cartjoxamidoalkyi, cjrano, 
carbohaloalkoxy. phosphono, phosphonoalkyl. diaralkoxyphosphono. and ' 
diaralkoxyphosphonoalkyi with the provisos that Rx^^. R^^^. r^^. p^^.^, r^^. r^^, 
Rxv-io. Rxv-11. Rxv.i2. Rxv-13. Rxv^i. R»/^, Rxv^. Rxv^. R^^, and are eadi 
independently selected to maintain the tetravalent nature of carbon, trivalent nature of 
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen, that no more 
than three of the R^^ and R^^ substituents are simultaneously selected from other 
than the group consisting of hydrido and halo, and that no more than three of the Rxv^ 
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and Rw« substituents are simultaneously selected from other than the group 
consisting of hydrido and halo; 

Rxv* Rxv-io. Rxv.ii. Rw.i2, Rxv.i3, Rw^i. and R»,^ are independently selected 
to be 0X0 with the provisos that Bx..,. B^^. D^^, d^^, j^^ j^^, and IW. are 
independently selected from the group consisting of C and S. no more than two of R 
9. Rw-10. Rxv-11. Rxv-12. Rxv.i3. and Rxv« are simultaneously oxo. and that R^. 
Rxv-10. Rw-ii. R»/-i2, Rxv-13, Rxv^i, and Rw^ are each independently selected to 
maintain the tetravalent nature of carbon, trivalent nature of nitrogen, the divalent 
nature of sulfur, and the divalent nature of oxygen; 

Rw^and Rxv* Rxv^ and R^*. Rxv^ and Rxv.7. Rxv-r and R^m, Rx^, and Rxv-io, 
Rxv.,0 and Rxv-,,. Rxv-it and R^^,. Rxv^, and Rxv-32. Rxv^a and R^-w. and Rxv.12 and 
Rxv-13 are independently selected to fomi spacer pairs wherein a spacer pair is taken 
together to fomi a linear moiety having from 3 through 6 contiguous atoms connecting 
the points of bonding of said spacer pair members to forni a ring selected from the 
group consisting of a cydoalkenyl ring having 5 through 8 contiguous members, a 
partially saturated heterocydyl ring having 5 through 8 contiguous membere. a ' 
heferoary! ring having 5 through 6 contiguous members, and an aryl with the provisos 
that no more than one of the group consisting of spacer paire Rxv^ and Rxv^. R^^ and 
Rxv* Rxv^i and Rxv-7, Rxv-7 and Rxv4» is used at the same time and that no more than 

20 oneofthegroupconsistingofspacerpairsRxv^andRxv-io.Rxv-,oandRxv.i,.Rxv-„ 
and Rxv^i, Rxv-31 and Rxv^, Rxy,.32 and Rxy,-i2. and Rxv-12 and Rxw.,3 are used at the 
same lime; 

Rxv^and FWii, Rxv^ and Rxv-ia, Rxv^> and Rxv-13 Rxvm and Rxv^, Rxv^, and Rxv- 
32. Rxv-10 and Rxv.i2. Rw-10 and R^.,^ Rxv.,o and Rxv.31. Rxv-io and Rxmz, Rxv.,, and Rxv- 

25 ,2. Rxv.ii and Rxv.,3. Rxv-n and R^^, Rxv-,2and Rxv^,. Rx„.„ and Rxv^,. and Rxv-13 and 
Rw.32 are independently selected to fomi a spacer parr wherein said spacer pair is 
taken together to fomi a linear spacer moiety selected from the group consisting of a 
covalent single bond and a moiety having from 1 through 3 contiguous atoms to form a 
ring selected fi-om the group consisting of a cycloalkyi having ft-om 3 through 8 

30 contiguous members, a cydoalkenyl having from 5 through 8 contiguous members, a 
saturated heterocydyl having from 5 through 8 contiguous members and a partially 
saturated heterocydyl having from 5 through 8 contiguous membere with the provisos 
that no more than one of said group of spacer pairs is used at the same time; 
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Rw^ and R^^ are independently selected from the group consisting of 
hydride, alkoxy. all<oxyall<yi. hydroxy, amino, thio. halo, haloalkyl. alkylamino. alkylthto. 
alkylthioalkyl. cyano. alkyi, alkenyl, hatoaikoxy. and 
haloalko)^lkyl. 

5 Compounds of Fomiula XV are disclosed In WO 00/18723. the entire 

disctosure of which is Incorporated by reference. 

In a prefen-ed embodiment, the CETP inhibitor is selected from the 
following compounds of Fomujla XV: 

10 3-IP-(4-chk}ro-3-ethylpheno>y)phenyO 

(cyctohe)q^methyl)amino]-1 ,1 ,1-trifluoro-2-propand; 

3-t[3-(4-chloro-3^thylphenoxy)phenyl] 
15 (cyclopentyimethyl)amlno]-1,1.1-trifluoro-2-propanol; 

3-{[3-(4-chloro-3-ethylphenoxy)phenyl] 
(cyclopropylmethyl)amino]-1 .1 ,1-trifluord-2-propanol; 

3-fl3-(4-chloro-3-ethylphenoxy)phenyl][(3-pentafluoroethyl) 
cyclohexyl-methyl}amlno>1.1,1-trifiuofo-2-propanol; 

3-|I3-(4-chloro-3-ethylphenoxy)phenyl]((3-trifluoromethoxy) 
cyck)hexyl-methyOamino]-1,1,1.trifluort>-2-prDpanol: 

3-II3-(4-chlor6-3-ethylphenoxy)phenyOI[3-(1 . 1 .2,2- 
30 tetraf!uoroethoxy)cycto-hexylmethyl]amlno]-1.1,1.trifluoro-2-propanol; 

3-([3^3-trifIuoromethoxypheno}^)phenyq 
(qrelohe)^methyl)aminoH .1 ,1-trifluoro-2-propanol; 

35 3-[[3-(3-trifluoromethoxypheno)^)phenyQ 

(cyclopentylmethyl)amlno]-1 .1.1 -trifluoro-2-propanol: 

3-[[3-{3-trifluorometho)qfpheno)^)phenyO 
^ (cyclopropylmethyl)amino]-1.1.1-trifluoro-2-propanol; 

tf>ttS^2.propS^^^^^^ 

45 tf.^SCor2-roS''^"°'^^^ 

3-[[3-(3-trifluoromethoxyphenoxy)phenyO[(3- 
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trifluoromethoxy)cydohexyl-methyl]amino]-1 ,1 ,1 -trifluoro-2i3ropanol; 

3-p-(3-trifluoromemo)Q^henpxy)phenyl][I3-{1 ,1 ,2,2- 
tetrafluoroethoxy)cydohexyl-methyOamino]-1 J ,1.t^ 

5 

3-[[3.(Wsopropylphenoxy)phenyO(<ydohexylmethyGamino] .1 .1-trifiuoro.2"propanol: 

3-P-(3Hsopropylphenoxy)phenyO(cydopentylmethyOamino]-1 ,1,1 -trifluoro-2-propanoI; 

10 3-p-(3-isopropylphenoxy)phenyl](cydopropylmethyl)ami^^^^ 

3-P-(3-isopropyIphenoxy)phenyO[(3-trifluoromethyl) cydohexyl-methyOaminol-l ,1 ,1- 
trifluofo-2-propanol; 

15 3-[[3.(3-isopropylphenoxy)phenyO[(3i3entafluofioethyl)c^^ 
trifluoro-2-propanol; 

' . * " 

3-[[3-(3-isopropylphenoxy)phenyO[(3-trtfluorometh^ cydohexyl-methyOamino]-1 ,1 .1- 
trifluoro-2-propanol; 

20 

3-[[3.(3Hsopropylphenoxy)phenyi][3-(1 ,1 .2.2-tetrafluoroethoxy)cydohexyl- 
methyllamino]-1 . 1 , 1 -trifluoro-2-propanol; 

3-tt3-(2,3-didilorophenoxy)phenyO(cydohexylmethyl )amino]-1 ,1 ,1-trifluoro-2-prDpanol; 

25 

3-[[3-(2,3-dichlorophenoxy)phenyl](cydopentyImethyl) 
amino]-1 ,1,1 -trifluoro2-propanol; 

3-p-(2.3-didiloropheno)y)phenyO((ydopropylmem^^ ,1 ,1-trrfluoix)-2-prDpanol; 

30 

3-[[3-{2.3-didilorophenoxy)phenyO[(34rifluoromethyl) 
<ydohexyl-methyl]amino]-1 .1 .1 -trlfluoro-2-propanol; 

3-I[3-(2.3HJichloropheno)Q()phenyO[(3i)entafluoroethyl)cydo^^ 
35 1,1,1-trifluoro-2-propanol; 

3-[[3-(2.3-didilorophenoxy)phenyO[(3-trifluoromethox^^ 
1 ,1 ,1-trifluoro-2-propanoI; 

40 3-C[3-(2.3-didilorophenoxy)phenyO[3-(1 ,1 .2,24etrafluoroethoxy)cydo-hexy|. 
methyl]ammo]-1 ,1 ,1-trifluofo-2-propanol; 

3-[[3-(4'fluorophenoxy)phenyO((ydohe)cylme%l)am^ 

45 3-a3K4-fluorophenoxy)phenyO(cydopentylmethyl)amino].^ 

3-[[3-(4-fluorophenoxy)phennyO(cydopropylmethyl^^^ 

3-[[3-(4-fIuorophenoxy)phenyll[(3-trifluoromethyl) 
50 cydohexyknethyGaminol-l ,1 ,1-trifluoro-2-propanol; 
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3-I[3-(4-fluorophenoxy)phenyl][(3-pentafIuoroethyl) 
cydohexyl-methyOamino]-1,1,1 .trifluoro-2-propanol; 

3-[[3-(4-fluorophenoxy)phenyOI(3-triflubromethoxy) 
5 cydohexyl-me%l]amino]-1J,1-trifluoro-2-propanol; 

3-[I3-{4^fluorophenoxy)phenyO[[3-{1 .1 .2,24etrafluoroethoxy)^^^ 
1,1,1-trifluoro-2-propanol; ' j 

10 3-[[3-(3-trifluoromethoxyben2yIoxy]phenyl] 

(cyclohexylmethyl)amino>1,1 ,1-trifluoro-2-propanol; 

3-[[3-(3-trifluoronnethoxyben2yIoxy)phenyO 
(cydopentylmethyl)amino]-1,1,1-trifluoro-2-propanol; 

3-[[3-(3-trifIuoromethoxybenzyloxy)phenyl] 
(cydoRropylmethyOamino]-1 J ,1-trifluoro-2-propanoi; 

3-[[3-(3-trifluoromethoxybenzyloxy)phenyl][(3- 
20 tiifluoromethyl)cydohexylHTiethyl]amino]-.1 .1 .1-trifluoro-2-propanol; 

3-D[3-(3-trifluoromethoxyben2yloxy)pheny|][(3. 
pentafluoroethyl)cydohexy|.methyOaminoh1J,1^ 

25 3-H3-{3-trifluoromethoxyben2yloxy]phenyl][(3- 
trifluoromethoxy)cyclohexylHrnethyr|amiTO^^ 

3-[[3-(3-trifluorofTiethoxybenzyloxy)phenyQ[3-(1 ,1 ,2,2- 
tetrafluoroetho;<y)-cydohexylmethyQaminoH,1,1.^^ 

3-[[3-(3-tiifluoromethylben2ytaxy)phenyO 
(cydohexyImethyl)amlno^1.1,1.t^ffluo^o.2-propanol; 

3-[[3-(3-trifluoromethylbenzyloxy)phenyl] 
35 (cydopentylmethyI)amino]-1,1,1-trffluoro-2-pi^ 

3-[[3-(3-trffluonomethylben2yloxy)phenyl] 
(cydopropylmethyl)amino]-1 ,1 ,1-trifluoro-2-propanol; 

40 3-ff3-(^uoromethy(ben2yloxy)phen^^^ 
1 ,1 ,1-tnfluoro-2-propanol; 

3-tt3-(3-trifluoromethyIbe 
1 ,1 ,1-tnfluoro-2-propanol; 

45 

3-[[3-(3-trifluoromethylben2yloxy)phenyr|[(3- 
trifIuoromethoxy)cydohexyl-methyI]amino]-1 .1 ,1 -trifluoro-2-propanol; 

3-I[3-{3-trifluoromethylben2yloxy)phenyl][3-(1 .1 ,2.2- 
50 tetrafluoroetho>cy)cydohe)cyl-methyl]amino]-1 ,1 .1-trifluoro-2-propanol; 
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3-[[[(3-trifluoromethyl)phenyOmethyl](cydote ,1 ,1.trifluoro-2-propanol; 

3-[[I{3-pentafluoroethyl)phenyOmethyO(cyclohexyl)amino]--1,1,^ 

5 3-[[[{3-trifluoromethoxy)phenyQnrjethyl]{<ydohexyl)am^^ 

3-[[[3-(1 ,1 .2,2-tetrafluoroethoxy)phenyl] 
methyl](cyclohexyl)amino]-1 ,1 ,1-tiifluoro-2-propanol; 

10 3-[[[{3-trifIuoromethyl)phenyl]methyl] 

(4-methylcydohexyl)amino]-1 ,1 .1-trifluoro-2-propanol; 



15 



30 



45 



3-[ff(3-pentafluoroethyl)phenyl]methi^ 
(4-methylcydohexyl)amino]-1 .1 .l-trifluoro-2-propanol; 

3-I[[(3-trifluoromethoxy)phenyl]methyl] 
(4-melhylcydohexyl)amino]-1J,1-trifluoro^2-propanol; 



3-[[[3-(1 . 1 ,2,2-tetrafluoroethoxy)phenyOmethyl](4- 
20 methylcydohe><yl)amino]-1,1,1-trrfluoro-2-propanol; 

3-[[[(3-trifluoromethyl]phenyl]methyll(3- 
trifluoromethylcydohexyl)amino]-1 ,1 ,1-trifluoro-2-propand; 

25 3-II[(3-pentafluoroethyl)phenyl]methyQ(3- 

trifluoromethylcydohe)Qd)amino]-1,1 ,1-trifluoro-2-propanol; 



3-OI(3-trifluoroiTiethoxy)phenyOmethyl](3- 
trifluoromethylcydohexj^)amino]-1,1.1-trifluoro-2-p^ 

3-[[[3-(1 ,1 .2,24etrafluoroethoxy)phenyOme%0(3-trifluoromethylcydohexyl 
1 ,1.1-trifluoro-2-propanol; 



3Hn(3-trifluoromethyl)phenyamethyO[3-(4-diloro^ 
35 1,1,1-trifluoro-2-propanol; 

3-I[[(3-pentafluoroe%l)phenyQmethyO[3.(4-diloro-3-em^^ 
1 ,1 ,1-trifluoro-2-propanol; 

40 3-[[[(3-trifluoromethoxy)phenyOmethyn[3-(4K:hloro-3^ 

ethylphenoxy)cydo-hexyOamino]-1,1,1-trifIuoro-2-propanol; 



3-[[[3-(1,1,2,2.tetrafluoroemoxy)phenyOmethyl][3-(4-chloro-3-^ 
cydohexyl]ammo]-1 .1 ,1-trfnuorc>2-propanol; 

3-[[[(3-trifIuofXDmethyOphenyl]methyQ(3-phenoxycydohexyl)^^^ 
propanol; 



3-I[[(3-pentafluoroethyl)phenyOmethyq(3-phenoxycydohexyl)amino]-1 , 1 ,1 ■.trifluoro-2- 
50 propanol; 
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Ht[(3-trifliior6methoxy)phenyl]methyO(3-phenoxycydohexyl)amino]-1J,1-tri^ 
propanol; 



5 3-I[i3-(1,1.2,2-tetrafluoroethoxy)phenyl]methyl]{3- 
phenoxycydohexyl)airtno]-1,1,1-trifluoro-2-propanol; 

3-[I[(3-triftoromethyl)phenyOmethya(3-lsoprop(My(yd .1 ,1-trifluoro-2- 

propanol; 

10 

3-I[[(3-pentafluOToemyl)phenyOmethyQ(3-isopropc»Q^cydohexyl)am^ 
propanol; 

3-ni(3-trifluorometho)Qr)phenyQmethyO(3-isopropo)Qr(yclohexyl)aminoV .1 ,1 -trffluoro-2- 
15 propanol; 

3-[I[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyl]nfiethyl](3- 
isopropoxycyclohe)Qrt)-amino]-1,1.1-trifluorD-2-propanol; 

20 3-[[I(3-trifluoromethyl)phenyQmethyQ(3- 

cyctopentylO)Q«:yclohe)Q^aniino]-1 .1 ,1-trifluoro-2-propanol: 

3-[[[(3-pentafluoroethyl]phenyl]methyl](3- 
cyctopent>to)y(^clohe)Qd)amlno]-1,1,1^uorc>-2-propanol; 

25 

3-ffl(3-Wfliioromethoxy)phenyOniethyI](3- 
cyclopentyIoxycydohe)Qrt)amlnoh1.1,1-trrfUjoro-2-pi^ 

3-Il[3-(1 .1 .2,2-tetrafluoroethoxy)phenyl]methyl](3- 
30 cydopentyloxycyclohe)^)-amino>1,1.1-trifluoro-2-propanol; 

3-III{2-trifluoromethyl)pyrjd-6-yl]methyO(3- 
isopropo)ycydohe)^)amino]-1,1,1-trifluoro-2-proparK)l: 

35 3-II[{2-trifluoronriethyl)pyrid-6-yOmethyO(3-<ydopentyloxycyd i i- 

trjfluoro-2-propanol; 

3-[[[(2-trifluorDmethyl)pyrid-6-yQmethyO(3-phenoxycyclohexyl 
propanol; 

40 

3-{[[(2-trifluoronnethyl)pyrid-6-yl]methyl](3- 
trifluorofnethyIcydohe)^)amino]-1 ,1 ,1 -trifluoro-2-propanol; 

3-ni(2-trifluoromethyl)pyrid-6-ynmethyQl3-(4-ditoro.3-ethylphenoxy)cycl^ 
45 1.1,1-tnfluoro-2-pfopanol; 

3-[I[(2-trifluoromethyl)pyridr6-yl]methyl][3-(1 ,1 .2,2- 
tetFafluoroetho}(y)(ydo-he)^amino]-1.1,l-trifluoro-2-pit)panol; 

50 3-[[[(2-trifluoromethyl)pyrkJ-6-yqmethyO(3-pentafluoroethylcydohexyl)^mi^^^^ 1,1- 
trifluoro-2-propanol; 



wo 03/000295 



PCT/IB02/01571 



-96- 



3-[|I(2-trifluoromethyl)pyrid-6-yQmethyl](3-trifl^^^ 
trifluoro-2-propanof; 

5 3-[I[(3-trifIuoromethyl)phenylJrnethyQ[3-{4-chloro-3- 
ethylphenoxy)propyl]-amlno]-1 , 1 , 1-trifluoro-2-propanol; 



3-{[[(3-pentafIuoroethyl)phenyl]methyfJ[3-(4-chIoro-3- 
10 ethylphenoxy)propyl]-amino]-1,1,1-triflupro-2-propanol; 

3-[[[(3-trifluoromethoxy)phenyQmethyl][3-(4-chloro-3- 
ethylphenoxy)propyl]-amino]-1 ,1 ,1-trifluoro-2-propanol; 

1 5 3-[[I3-(1 , 1 .2,2-tetrafluoroethoxy)phenyl]me%fl[3-(4-chIoix>^ 
propyOamino]- 1,1,1 •tiifluoro-2-propanol; 

3-[II(3-trifluoromethyl)phenyl]methyO[3-(4-chloro^ 
fIuropropyQamino]-1 ,1,1 -trifIuoro-2-propanoI; 

20 

3-[II(3-pentafIuoroethyl)phenyOmethyl][3^4K*loro.3-eth^^^ 
flurop^opyl]amino^1 ,1 ,1-trifluoro-2-propanol; 

3-[[[(3-trifluoromethoxy)phenyOmemyO[3-(4-chlorD-3^ 
25 fluropropyQaminoM .1.1 -trifluoro-2-propanol; 

3-[I[3-(1 ,1 ,2,2-tetrafluoroethoxy)phenyOmemyO[3-(4-chloro-3-ethylph^ 
diflurDpfDpyOamino]-1,1,141fluoro-2-propanol; 

30 3-[H(3-trifluoromethyl)phenyOmethyO[3-(isopropoxy)^^^ 
propanol; 

3-I[[(3-pentafluoroethyl)phenyOme%Q[3-(isopropoxy^^^^ 
propanol; 

35 . 

3^I[(3-trifluoromethoxy)phenyOmethyO[3-(isopropo^^^ ,1 ,1-trifluoro-2- 

prcpanol; 

3-II(3-(1,1,2,2-tetrafluoroethoxy)phenyOmethyl]]3- 
40 (isopropo)Q^)propyganriino>1,1,1-trTfluoro-2-propanol; 
and 

3-n[3-(1 ,1 ,2,2-tetrafluoroetho)Q^)phenyI]methyOI3- 
(pheno)y)propyl]amino]-1 ,1 ,1-trTfluoro-2-propanol. 

45 



Another class of CETP inhibitors tliat finds utility with the present invention 
consists of (R>-chiral hatogenated 1 -substituted amino-(n+l)-alkanols having the 
Fonnula XVI 



50 
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Formula XVI 



5 and pharmaceutically acceptable forms thereof, wherein: 
nxvj is an integer selected from 1 through 4; 
Xxvi is oxy; 

Rxvj-1 is selected from the group consisting of haloalkyi, haloalkenyl, 
haloalkoxymethyl. and haloalkenyloxymethyl with the proviso that Rxvi.i has a 
1 0 higher Cahn-lngold-Prelog stereochemical system ranking than both Rxvua and 
(CHRxvw)h-N(Axvi)Qxvi wherein Axvi is FonDula XVI-(II) and Q is Fomiula XVKIII); 



15 
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^XVI-5\^ ^^^XVI-l ^^^XTI-.? 





xvi-n xvi-m 

Rxw.i6 is selected from the group consisting of hydride, all^, acyl, aroyi, 
heteroaroyi, Walkylsilyl, and a spacer selected from the group consisting of a covalent 
single bond and a linear spacer moiety having a chain length of 1 to 4 atoms linked to 
5 the point of Iranding of any aromatic substituent selected from the group consisting of 
RxvM. RxvM, Rxvi*. and Rxw-w to form a heterocydyl ring having from 5 through 10 
contiguous members; 

DxvH. Dxvi-2, JxvH. J>wv-2 and Kxvn are independently selected from the group 
consisting of C, N. O, S and covalent bond with the provisos that no more than one of 
10 Dxvn, Dm.2. Jjwt-i, Jm-z and Kxvn is a covalent bond, no more than one D^sn-u Dxvi-a, 
Jxvu. Jxvi-2 and Kxvn is be O, no more than one of Dxvn, Dxvw. Jxvm. Jxm.2 and Kxw-i is 
S, one of Dxvi.i, D)wi.2, Jxvu, Jxw-a and Kxvh must be a covalent bond when two of Dxvi. 
1. DxvM, Jxvm, Jxvm and Kxvn are O and S, and no more than four of Dxvm, Dxv^2. Jxvu. 
JxvwandKxwM isN; 

1 5 PxvM, Dxm, «ixw* Jxvm and Kxvm are independently selected from the group 

consisting of C. N, O, S and covalent bond with the provisos that no more than one is 
a covalent bond, no more than one of Dxvw. D>wm. J»m. Jxvm and Kxvi.2 is O. no more 
than one of Dxa^, Dxvm, Jxvw. Jxvm arid Km-2 is S, no more than two of IDxvw, Dxvm. 
Jxvw. Jxvm and Kxvw is 0 and S, one of Dxvm. Dxvm. Jxvva. Jxvm and IWamust be a 

20 covalent bond when two of Dxvw, Dxvm. J»*3, Jxvm and Kxvm are O and S, and no 
more than four of Dxww. Dxvm. Jxvi* Jxvm and Kxvw are N; 

Rxvu is selected from the group consisting of hydride, aryl, arallcyl. all^. 
alkenyl, alkenylo)Q«lkyl, haloalkyi, haloalkenyl. halocydoalkyl, haloalkoxy, 
hak)alk03Q«lkyl. haloalkenyloxyalkyl, haloqrctoalkoxy. hatocydoalkoxyalkyl. 
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pertialoaryl, perhaloaralkyi, perhaloaryloxyalkyl. heteroaryl, dicyanoalkyl, and 
carboalkoxycyanoalkyl. with the proviso that Rxv^has a lower Cahn-lngold-Prelog 
system ranking than l^oth Rxw., and (CHRxvw)„-N(Axvi)Qxw; 

Rxvw is selected from the group consisting of hydrido, hydroxy, cyano. aryl, 
5 aralkyi, acyl, alkoxy. alkyi, alkenyl, aikoxyalkyi, heteroaryl, alkenyloxyalkyl. haloalkyi, 
haloalkenyl, haloalkoxy, hatoalkoxyalkyi, haloalkenyloxyalkyi, monocyanoaikyi, 
dicyanoalkyl, carboxamide. and carboxamidoalkyl. with the provisos that (CHRxwwV 
N(Axvi)Qxvi has a lower Cahn-lngold-Prelog stereochemical system ranking than Rxvn 
and a higher Cahn-lngold-Pretog stereochemical system ranWng than Rxvi^; 

10 Yxvi is selected from a group consisting of a covalent single bond, (C(RxvM4)2)q 

wherein q is an integer selected from 1 and 2 and (CH(R)«M4))g.WxvKCH(Rxvi.i4))p 
wherein g and p are integers independently selected from 0 and 1; 

Rxvi-14 is selected from the group consisting of hydrido, hydroxy, cyano. 
hydroxyalkyl, acyl, alkoxy. alkyl. alkenyl, alkynyl, aikoxyalkyi, haloalkyi, haloalkenyl, . 

15 haloalkoxy, haloalkoxyalkyi, haloalkenyloxyalkyi, monocarboalkoxyalkyi, 

monocyanoaikyi. dicyanoalkyl, caitoalkoxyQranpalkyI, carboalkoxy, carboxamide, and 
carboxamidoalkyl; 

Zx^ is selected from a group consisting of a covalent single bond, (C(Rxvn5)2)q, 
wherein q is an integer selected from 1 and 2, and (CH{Rxy/n5))rWxvr(CH(Rxvi.i5))k 
20 wherein j and k are integers independently selected from 0 and 1 ; 

\Nm is seleded from the group consisting of 0, C(0), C(S),C(0)N(Rxvn4), 
C(S)N(Rxy/n4).(Rx^i4)NC(0). (fWw )NC(S). S. S(0). S(0)2, S(0)2N(Rxvn4). (Rx^ - 
i4)NS{0)2, and N(Rxvn4) with the proviso that Fxaaa is other than cyano; 

Rxvn5 Is selected, from the group consisting of hydrido, cyano, hydroxyalkyl^ 
25 acyl, alko)Qr, alkyl. alkenyl, alkynyl, aikoxyalkyi, haloalkyi, haloalkenyl, haloalko)q^, 
haloalko)yalkyl, hatoalkenyloxyallq^, monocarboalkoxyalkyi, monoQ^noalkyl, 
dicyanoalkyl, carboalkoxycyanoalkyi, carboalkoxy, carboxamide, and 
carboxamidoalkyl; 

RxvM. Rxvw, Rxvw, Rxvi.7, Rxvw, Rxvw. Rkvuo, Rxvm, Rxvi-12, and Rxvi.13 are 
30 independently selected from the group consisting of hydrido. cartx>xy, 

heteroaralkylthio, heteroaralkoxy, cydoalkylamino. acylalkyi, acylalkoxy, aroylalkoxy, . 
heterocyclyloxy, aralkylaryl, aralkyi, aralkenyl, aralkynyl. heterocyclyl, pertialoaralkyi, 
aralkylsulfonyl, araikylsulfonylalkyl, aralkylsulfinyl, aralkylsulfinylalkyl, halocydoalkyl. 
halocycloalkenyl, cycloalkylsulfinyl, cycloalkylsulfinylalkyi, cydoalkylsulfonyl. 
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cydoalkylsulfonylalkyl, heteroarylamino. N-heteroarylamino-N-alkylamino, 
heteroaralkyl. heteroaiylaminoalkyi, haloalkylthfo. alkanpyto)^. alkoxy, alkoxyalkyl, 
haloalkoxylalkyi, heteroaralkoy, cydoalkoxy, cydoalkenyloxy, cydoalkoxyalkyl. 
cydoalkylalkoxy, cydoalkenyIo)Qralkyl, cydoalkylenedioxy, halocydoalkoxy, 
5 halocydoalkoxyalkyi, halocydoalkenyloxy, halocydoalkenyloxyalkyi, hydroxy, amino, 
thio, nitro. lower alkylamino. alkylthio, aikylthioalkyl. arylamino, aralkylamino. arylthio, 
arylthioalkyl. heteroaralkoxyalkyi, alkylsulfinyl, alkylsulfinylalkyl. arylsulfinylalkyi, 
arylsulfonylalkyi, heteroarylsulfinylalkyl. heteroarylsulfonylalkyl. alkylsulfonyl, 
alkylsulfonylalkyi, haloalkylsulfinylalkyl. haloalkylsulfonylalkyi, alkylsulfonamido, 

10 alkylaminosulfonyl, amidosulfonyl, monoalkyi amidosulfonyl, dialkyi, amidosulfonyl. 
monoarylamidosulfonyl, arylsulfonamido, diarylamidosulfonyl, monoalkyi monoaiyl 
amidosulfonyl, arylsulfinyl, arylsulfonyl, heteroarylthio, heteroarylsulfinyl. 
heteroarylsulfonyl, hetero<ydylsulfonyl, heterocyclylthio, alkanoyi, alkenoyl. aroyl. 
heteroaroyi, aralkanoyl, heteroaralkanoyl, haloalkanoyi, alkyl. alkenyl, alkynyl, 

15 alkenyloxy, alkenylo)yalky, alkylenedioxy, haloalkylenedioxy. cydoalkyi, 

(ydoalkylalkanoyi, cydoalkenyl, lower QrdoalkylalkyI, lower q^doalkenylalkyl, halo, 
haloalkyi, haloalkenyl, haloalko)^, hydros^loalkyt, 
hydroxyaralkyl, hydroxyalkyi, hydo)vheteroaralkyl. haloalkoxyalkyl. aryt, 
heteroaralkynyl, afyloxy. aralkoxy, arylo)^lkyl, saturated heterocydyi, partially 

20 saturated heterocyclyl. heteroaryl. heteroaiyloxy, heteroaiyloxyalkyl, arylalkenyl. 
heteroarylalkenyl, cart>oxyalkyl. cart)oalkoxy, alko)ycartx)xamido, 
alkylamidocarbonylamido, arylamidocarbonylamido. carboalkoxyalkyi, 
carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyi, cyano, 
carbohaloalkoxy, phosphono, phosphonoalkyl. diaralkoxyphosphono, and 

25 diaralkoxyphosphonoalkyi with the proviso that Rxvi^. Rxvw. Rxvw, Rxvvt. Rxvw, Rxvw, 
Rxvuo, Rxvm. Rxvi.i2. and Rxvua are each independently selected to maintain the 
tetravalent nature of carbon, trivalent nature of nitrogen, the divalent nature of sulfur, 
and the divalent nature of oxygen; 

Rxvm and Rxvi^. Rxv^s and Rxvw, R^^^^ and Rxv^7. Rxvi-7 and Rxvw, Rxvw and 

30 Rxvi-10, Rxvi-10 and Rxvm, Rxvm and Rxvn2, and Rxvn2 and Rxiv.13 are independently 
selected to fomn spacer pairs wherein a spacer pair is taken together to forni a linear 
moiety having from 3 through 6 contiguous atoms connecting the points of bonding of 
said spacer pair members to fomn a ring selected from the group consisting of a 
cydoalkenyl ring having 5 through 8 contiguous members, a partially saturated 
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heterocyclyl ring having 5 through 8 contiguous membere, a heteroaryl ring having 5 
through 6 contiguous membefs. and an aryl with the provisos that no more than one of 
the group consisting of spacer pairs 1^ and 1^. and Rxv,^, Ry^ and Rx^^. 
and Rxvw and R^ is used at the same time and that no more than one of the group 
consisting of spacer pairs R,^ and FW,o. Rxv„o and R^,„ R^,, and R^,^, and 
RxM-u and (Wi3 can t)e used at the same tkne; 

RxvM and Rxvw. Rxwm and R^^^a, Rxm and R^ww. and Rxww and Rxw-ia is 
independently selected to fomi a spacer pair wherein said spacer pair is taken 
together to fomi a linear moiety wherein said linear moiety forms a ring selected from 
the group consisting of a partially saturated heterocyclyl ring having from 5 through 8 
contiguous members and a heteroaryl ring having from 5 through 6 contiguous 
members with the proviso that no more than one of the group consfeting of spacer 
pairs RxvM and R^. R^ and Rxw.,3, R^ and R^. and R^ and R^,, is used at 
the same time. 

Compounds of Fonnula XVI are disclosed in WO 00/18724, the entire 
disclosure of which is incorporated by reference. 

In a prefened embodiment, the CETP inhibitor is selected from the 
following compounds of Formula XVI: 

20 (2R)-3-p-(3-trifiuoromethoxyphenoxy)phenyl]p-(1,i 22- 

tetrafluoroethoxy)phenyOmethyQaminoJ-1,1,1-trifiuofol2^)ropanol; 

(2R)-3-I[3.(3-isopropylphenoxy)phenyl][[3-(1 .1 ,2,2- 
tetnafluoroethoxy)phenyll-methyl]amino]-1.1,l-trifluoio-2-propanol; 



15 



25 



40 



(2R)-3-[[3-(3-cyclopropylpheno;y)phenyl]II3-(1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]aminoH,1.1-trifluoro-2-propanol; 



•in ^^2:^^^?-fur^^&"°^)P'^enyO[I3-<1.1A^^^ 
30 methyOaminoH,1,1-trifluoro-2-propanol; 

(2R)-3-[[3-{2,3-dlchlorophenojqr)phenyOP-(1.1,2,2- 
tetrafluoroethoxy)phenyl]-methyllaminol-l .1 ,1-trifluoro-2-propanol: 

35 (2R)-3-0[3-(4-fluoropheno;y)phenyl][[3-(l,i ,2,2- 

iBtrafluoroethoxy)phenyl]-methyOaminoM,i,i.trifluoro-2-prppanol: 



(2R)-3-([3.(4-methylphenoxy)phenyl][[3-(l ,1 ,2,2- 
tBtrafluoroethoxy)pheny|]-methyllaminoH ,1 .'l^uoro-2-propanol; 

(2R)-3-II3-(2-fiuoro-5-bromopheno>y)phenylIII3-(1,1 2 2- 
tetrafluoroethoxy)phenyl]-methyOaminol-l.1.1-trifluorol2-propanol; 
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(2R)-3-P-(4-chloro-3-e%lphenoxy)phenyl][[3-{1 ,1 ,2,2- 
tetrafluoroethoxy)phenyl]-methyl]amino]-1 .1 ,1 -trifluoro2-propanol; 

5 

(2R)-3-P"[3-{1 ,1 ,2,2-tetrafluoraethoxy)phenoxy]phenyl] 
[[3K1,1,2,2-te1iafluoro-ethoxy)phenyQmethyl]aminol-% -trifIuoTO-2-propanol; 

(2R)-3-([3H3-(pentafluoroethyl)phenoxy]phen^^ 1 ,1 .2,24etrafluoroethoxy)- 
10 phenyOmeth^amino]-1,1,1-trTfIuoro-2-propanol; 

{2R)-3-II3-(3.5-dimethylphenoxy)phenyI][[3-(1 .1 .2.2- 
tetrafluoroethoxy)phenyl]HrnethyOaminoi-1 ,1 ,1-trifluo^^ 

15 (2R)-3-[[3-(3«ethylphenoxy)phenyl][[3-(1 .1 ,2.2-fetrafluc)roethoxy)phenya-methyOamino]. 
1 ,1.1-trifluoro-2-propanol; 

(2R)-3-a3-{3-t-butylphenoxy)phenyl]p3-(1 ,1 ,2.2- 
tetrafluoroethoxy)phenyQHmethyl]amino]-1.1.1-trifluoro-2H3ropanol: 

20 

(2R)-3-{[3-(3-methylphenoxy)phenyl]I(3-{1 .1 ,2,2- 
tetrafluoroethoxy)phenyl]-meth>^amino]-1 ,1 , 1-trifluoro-2-propanol; 

(2R)-3-[[3-(5,6,7.8-tetrahydro-2-naphth(Mv)phenyl]t[3-{1 ,1 A2-tetrafluoro- 
25 ethoxy)phenyI]methyl]amino]-1,1,1-Mluoro-2-propanol; 

(2R)-3-[I3-(phenoxy)phenyl]II3-(1,1,2.2- 
tetrafluoroethoxy^henyflme%0anftinoh1 ,1 ,1 -trifluoro-2-prDpanol; 

30 (2R)-3-II3-I3-(N,N-dimethylamino)phenoxylphenyl][[3-{1.1,2.2-tetrafluoro- 
etho5y)phenyl]methyl]amino]-1 .1 .1"tifluoro-2-propanol; 

(2R)-3-lII3-(1 ,1 ,2,2.-tetrafluoroethO)y)phenyl]methyi][3-{[3-(trifluoromethoxy)- 
phenyQmetho}Q^]phenyqamino]-1>1.1 -trifluoro-2-propanol; 

35 

(2R)-3-IIp-(1 ,1 .2^-tetrafluoroethoxy)phenyqmethyl]I3-n3-(trifluoro- 
iTiethy()phenyQmethoxy]phenyQamtrK}H tl •1.-^uofo-2-propanol; 

(2R)-3-[n3-(1 .1 ,2,2-tetrafluoroethoxy)phenyqmethyO[3-n3,5KJimeth^^^ 
40 methoxy]pheny|]amino]-1,1.1-trifluoro-2-propanol; 

(2R)-3-fl[3-{l ,1 .2,2-tetrafluoroethoxy)phenynmethyQ[3-I[3-(trifkJoromethylthio)- 
phenyqmethoxyJphenyQamino]- 1 ,1 .1-trifluoro-2-prop8uioi; 

/ 45 (2R)-3-[I[3-(1,1,2,2-tetrafluoroethoxy)phenyl]methyO[3-II3,5-difluoro^^ 
metho)v]phenyl]amino]-1 ,1 ,1-tiifluoro-2-propanol; 

(2R)-3-[[[3-(1 ,1 .2,2-tetrafluoroethoxy)phenyI]methyQ[3-{cyclohexylmetho)y]-, 
phenyqamino]-1 ,1 ,1-trifluoro-2-propanol; 
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(2R)-3-t[3-(2-difluoromethoxy-4-pyriclylQxy)phenyl]I[3-(1 , 1 .2,2-tetrafluoroethoxy)- 
phenyOmethyl]amlnoh1.1.1-trifluort>2-propanol; 

(2R)-3-I[3-(2-trifluoromethyl-4-pyrjdyloxy)phenyl][I3-( 1 ,1 ,2,2-tetrafluoroethoxy)- 
5 phenyl]methyl]amino]-1,1,1-trifluoro-2-propanol; 

(2R)-3-[I3-(3-difIuoromethoxyphenoxy)phenyO[[3-(1 ,1 .2.2- 
tetrafluoroetho>q^)-phenyOmethyqamino>1.1,1-trifluort>2-propaTO^ 

10 (2R)-3-lI[3-(3-trifuoromethylthio)phenoxy]phenyO[I3-( 1.1,2,2-tetrafluoroethoxy)- 
phenyl]methyl]aminol-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-{(3-(4-chloro-3-trifluoronn6thylpheno)Qr)phenyO[[3-( 1 .1 ,2.2-tetrafluoroetho)v)- 
phenyOmethyQaminoJ-l ,1 .1-trifluoro-2-propanol; 

15 

(2R)-3-II3-{3-trifluorometho)q^heno>y)phenyOII3- 
(pentgfluoroethyl)phenyl]-methyl]amino]-1 ,1 .1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-isopropylphenoxy)phenyll[[3- 
20 (pentafluoroethyl)pheny0methy1]-amino>1.1.1"4rifluoro-^ 

(2R)-3-[[3-(3-cydopropylpheno;Q^)phenyQII3- 
(pentafluoroethyl)phenj^methyO-arnlrK)]-1,1,1-trifl^^ 

25 (2R)-3-n3-(3-(2-furyl)phenoxy)phenyl][[3- 

(penterfluoroethyl)pheriyOmethy11-an*ioH.1,1-trlfluoro-2-p^ 

(2R)-34I3-(2,3-dichlorophenoxy)phenyll3- 
(pentafluoroethyl)phenyOnTOmyO-arrtnoh1.1,1-MliK)rD-2-p«^nd 

(2R)-3-I[3-(4-fluorophenoxy)phenyl]|I3- 
(pentafluorx5ethyl)phenyQmemyQaminol-1,1,1-trifluoro-2-propanol; 

(2R)-3-{[3-(4-methylphenoxy)phenyl][t3- 
35 (pentafluoroethyl)phenyQmethyOamlno>1.1.1-trifluoro-2-prDpanol; 

(2R)-3-II3-{2-fluoro-5-bromophenoxy)phenyOI[3- 
(pentafluoroethyl)phenyQmethyI]-aminol-1,1.1-*1fluoro-2-propanol; 

40 

(2R)-3-ff3-(4-chloro-3-ethylpheno)^)phen^I[3- 
(pentafluoroethyl)phenyQnfiethyl]-anAToH.1.1-*ffl 

(2R)-3-{[3-t3-(1 ,1 .2.2-tetrafluoroethoxy)phenoxy]phenyl][ [3-(pentafluoroethyl)- 
, 45 phenyqmethyQaminol-1.1,1-tiifluorc>-2-propanol: 

(2R)-3-I[3-[3-(pentafluoroethyl)phenoxylphenyl][[3- 
(pentafliioroethyl)phenyO-methyOamino]-1,1,1-trifluoro.2-propa^^^ 

50 (2R)-3-[[3-(3.5-dimethylpheno)Qr)phenyOfl;3-(pentafluoroethyl) phenynmethyO-aminol- 
1 .1 ,1 -trifluoro-2-propanol; 
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(2R).3-I[3-(3-ethylphenoxy)phenyO[[3-(pentafluoroethyl) phenyl]methyI]aminol-1 .1 .1- 
trrfluoro-2-propanol; 

5 (2R)-3-I[3-(3.t-butylphenoxy)phenyO[[3-(pentafiuoroeth^ phenyl]methyllaminol-1 .1 ,1- 
trifluoro-2-propanol; 

(2R)-3-[I3-(3-methylphenoxy)phenyOfl[3-(pentafluoroemyl)phen^^ 1. 
trtfluoro-2-propanol; 

10 

(2R)-34[3K5.67,84etrahydrc)-2-naphtho)(y)phenyl][I3- 
{pentafluoroe%l)phenyO-methyOamino>1JJ-trifl 

(2R)-3-[I3-(phenoxy)phenyl][I3(pentafluoroethyl) 
15 phenyOmethyQammo]-1,1,1-trifluoro-2-propanol; 

(2R)-3-([3-[3-(N,N-dimethylam!no)phenoxy]phenyl][[3- 
(pentafluorc«thyJ)phenyO-me%Qamino>1 ,1 J-trifiuoro-2-pro^ 

20 (2R)-3-[II3-(pentafluoroethyl)phenyllmethyl][3-[I3- 
(trifluoromethoxy)phenya-methoxy]phenyOamino]-1 ,1 ^ 

(2R^3-[I[3-(pentafluoroethyl)phenyOmethyO[3HI3-(trlfl^ 
methoxy]phenyOamino]-1 ,1 ,1-trifluoro-2-propanol: 

25 

(2R)-3-|n3Kpentafluoroethyl)phenyOmethyl]I3-[I3,5- 
dimeth3^pheny0methoxy]-pheny0amino]-1,1J-trifluoro-2-pro^ 

{2R)-3-|I[3-(pentafluoroethyl)phenyOmethyOI3-[[3- 
30 (t^ifluoromemylthio)phenyO-methoxy]phenyllamino^ .1 ,1-trifluoro-2-propanol; 

(2R)-3-[n:3-(pentafluoroethyl)phenyQmethyO[3-ff^ 
difluorophenyOmethoxy]-phenyQamino]-1.1J-trifluo^^ 

35 

(2R)-3-ni3-(pentafluorpethyl)phenyl]methyl][3- 
[cydohexylmethoxylphenyQ-amino].1 ,1 J-trifluoro^^ 

(2R)-3-[[3-(2-difluoromethoxy-4-pyridyloxy)phenyl][[3- 
40 (pentafluoroethyl)phenyO-methyQamino]-1,1,1-trifluoro-2-propano 

(2RV3-[[3-(2-trifiuoromethyl-4-pyridy1oxy)phenyG|I3- 
{pentafluoroethyl)phenyOHTiethyl]amino]-1,1.1-trifluor^^ 

45 (2R)-3-tt3-(3-difluoromethoxyphenoxy)phenyl][I3- 

(pentafluoroe%l)phenyO-me%Oamino]-1,1J-trifluoro-2-prop 

(2R>3-[[[3-{34rifluoromethylthio)pheno)7]phenyO[I3- 
(pentafluoroethyl)phenyQHnethyl]amino]-1 ,1 .1-trifluoro-2-prDpanol; 

50 

(2R)-3-[[3-(4-chloro3-trifIuoromethylphenoxy)phenyQP- 
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(pentafluoroethyl)-phenyllmethyl]amino]-1 ,1 ,1-trifluoro-2-propanol: 

(2R)-3-[[3-(3-triflucxDmethoxyphenoxy)phenyf|[[3- 

(heptefluoropropyl)phenyQ-methyqamlno]-l,l,i.|rifiuorD-2-propanol; 

5 • 

(2R)-3-{I3-(3-isopiiopylpheno)^)phenyq[[3- 
(heptafluoropropyl)phenyOmethyQ-aminoH ,1 J -Wflupro-2-propan^ 

<2Rh3-ff3.(3-cydopropylphenoxy)phenyO[[3-(heptafluoropi^^^ 
10 1,1,1-tnfluoro-2-propanol; *j /j j 

(2R^3.a3-(3-(2-furyl)phenoxy)phenyOff3-{heptaflubropropyl)p 
1,1.1-trifluoro-2-propanol; » a i 

15 (2R^3-n3-(2,3-dichlorophenoxy)phenyl]p^ptafluoropropy|) phenyllmethylHminoV 
1,1,1-trifluoro-2-propanol; jj j 

^)-3^3-(4-fluorophenoxy)phenyOa3-(h6ptafluofopropyl)phenyqmem^ 1 1. 

trifluoro-2-propanoI; * j j . t 

20 

1,1,1,-tnfluoro-2-propanol; j /j j 

(2R)-3-{I3-(2-fluorio-5-bromophenoxy)phenyQI[3- 
25 (heptafluoropropyl)pher»yll-melhyl]amino]-1 .1,1 -trifluoro-2-propanoI; 

{2R)-3-(I3-(4-chloro-3-ethylpheno)y)phenyq[[3- 
(heptafluoropfopyl)phenyOmethy^minoH,1,1.Wflu<^^ 

30 (2R)-3-II3^3-(1,1,2,2-tetrafluoroetho>Qr)phenoxy]phenyOII3-(heptafluoropr^^ 
phenyQmethyqaminol-l.l.l-trifluoro-2-propanol; 

(2R)-3-n3-I3-(pentafluoroethyl)phenoxy]phenyO[I3- 
(heptafluorDpropyl)phenyl]-methy|]amino]-1 ,1,1-trifliioro-2-propanol; 

^-^^^^^^'^'^^^^'''^^^^ 
1,1,1-4nfluoro-2-propanol; 

Ar. SR)-3-II3-(3-ethylphenoxy)phenyQII3-(heptafluoropre^^ phenyOmethynaminol-l .1 .1- 
40 tnfluoro-2-propanol; 

gR)-3-I[3-{3-t-butylpherK)xy)phenyn[I3-(heptafl^ 
tnfluoro-2-propanol; 

^ p?!:^^(3-methyIphenoxy)phenyl]Q3-(h^ptefluoropropyl)^p^^ 

1,1.1-tnfluoro-2-propanol; /j j 

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthoxy)phenyl]I[3- 
(heptafluoropropyt)phenyI]-mettiyr|amino]-1,1,1-trifluora-2-propanol; 

50 ■ 



35 
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{2R)-3-[I3-(phenoxy)phenyl][[3-(heptafluoropropyl) phenyOmethyl]amino}-1 ,1,1 -trifluoro- 
2-propanol; 

(2R)-3-[I3-t3-(N,N-dlmethyIamlno)phenoxy]phenyl]II3- 
5 (heptafluoropropyl)phenyl]-methyl]amino]-1,1,1-trifluoro-2-propanol; 

(2R)-3-I[[3-(heptafluoropropy|)phenyI]methyl]{3-|I3- 
(trifluoromethoxy)phenyQ-methoxy]phenyl]amino]-1,1,1-trifluoro-2^^ 

10 (2R)-34[[3-(heptafluoropropyl)phenyllmethyOt3-{I3- 

(trifluoromethyl)phenyQ-methoxy]phenyOamino]-1 .1 ,1-tifluoro-2-propanol; 



15 



35 



50 



(2R)-3-in:3-(heptafluoropropyl)phenyl]methyQ[3-H3.5- 
dimethyiphenyflrnethoxyl-phenyOamirw^l ,1 ,l-triflu(^ 

(2R)-3-[P-(heptafIuoropropyJ)phenylImethyQ[3-II3- 
(trifluoromethytthto)phenyl]-metho)y^^ 



(2R)-3-{I[3-(heptafluoropropyl)phenyllmethyi][3-[[3.5- 
20 difluoFophenyqmethoxy]-pheny1]amino]-1.1,1-trifluor^^ 

(2R)-^-|I[3-(heptafluoropropyl)phenyl]methyl][3- 
[Q^ciohe)^tmethQ)^]phenyli-amirK>h1,1,1-tiifl 



25 

(2R)-3-l[3-{2-difluoromethoxy-4-pyridylo)y)pheny!][[3- 
(heplafluoropropyl)phenyl]-methyflamirK)]-1 ,1 ,1-trifluoro-2-propa^ 

30 (2R)-3-{|>(2-trifluorofTOthyl-4-pyriclyloxy)phenyl]D:3- 
^ptafluoropropyl)phenyll-methyOamino]-1,1,1-trifluoro- 

(2R)-3-tt3-(3-difluoromethoxypheno)y)phenyl][[3- 
Oieptafluoropropyl)phenyllHmthyOamino>1,1,1-trifluor^^ 

(2R)-3-[I[3-{3-trifluoromethy!thio)phenoxy]pheny|][[3- 
(heptaftioropropyl)pheny|]-methyllamino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-[[3-(4Kiilorc)-3-trtfluoromethylphenoxy)phenyl][(3- 
40 (heptaf!uoropropy()-phenyQmethy|]aminol-1 ,1 ,1-trifluoro-2-prDpanol; 

(2R)-3-[I3-(3-trifluoromethoxyphenoxy)phen>^[I2-fluoro-5- 
(trifluoromethyl)-phenyl]methyl]aminol- 1,1,1 -trifluoro-2-propanol; 

45 (2R)-3-{[3-(3-isopropylphenoxy)phenyl][[2-fIuoro-5- 

(trifluoromethyl )phenyi]-methyl]amino]-1 ,1 ,1-tiifIuoro-2-propanol: 



(2R>^3-(3-cyclopropylphenoxy)phenyl]II2-fluoro-5- 
(trifluoromethyl)phenyl]-methyQamino]-1 ,1 .1-trifluoro-2-propanol; 
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(2R)-3-[[3-(3-(2-furyl)phenoxy)phenyl][[2-flucM^ 
methyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

(2R)-3"P-(2,3-dichlorophenoxy)phenyQ[[2-fluora-5- 
5 (trifluoromemyl)phenyl]-methyOamino]-1JJ-trifluor^^^ 

(2R)-3-(i3-(4-fIuorophenoxy)phenyOP-fluorc>-5-(trifl^^ 
1 , 1 , 1 -trifluoro-3-propanol; 

10 (2R)-3-[[3-{4-methylphenoxy)phenyO[[2-fluoro-5- 

(trifluoromethyl)phenyl]-methyl]aminoH J , 1 -trifluoro-2-pro^^ 

(2R>3-p-<2-fluoro-5-bromophenoxy)phenyO[t2-fluoro-5-(trifl 
phenyOmethyOamino]-1 ,1 ,1-trTfluoro-2-propanoI; 

15 

(2R)-3-n[3-(4-(ailorcK3-€thylpheno)Qr)phenyOn2-fluo^ 
phenylJme%IJaminoK J J-trifluoit>2-propanol; ^ 

{2R)-3-[[3-[3-(1 J ,2,24etrafluoroethoxy)phenoxyl^^^ 
20 P-fluoro-5KtrifIuoroHfnethyl)phenyQmeth^ .l-trifluorD-2-prapanol; 

(2R)-3HO[3^3-{pentafluoroethyl)phenoxylphenyO[[2-fluoro-^^ 
phenyQmethyQamino]-1 ,1 ,14iifluoro-2-propanol; 

25 (2R)-3-n3-{3,5<limethylphenoxy)phenyl][[2-fluoro-5- 
(trifluoromemyl)phenyQ-methyOaminol-l ,1 ,1-t^ 

(2RV3-[[3-(3-ethylphenoxy)phenyO[[2.fluoro-5-(tffl^ 
1.1 ,1-trifluoro-2-propanol; 

30 

{2R)-3-[[3-(3-t-butylpheno>cy)phenyl][[2-fIuoro-5- 
(trifluorome%l)phenyOrnethya-aminol-1 ,1 ,1-trifluoro-2rpropanol; 

(2R^3HI3-(3-methylphenoxy)phenyO[[2-fIuoro-5- 
35 (trifluoromethyOphenyOmethyO-aminoH 

(2R^3-ff3-(5.67,8-tetrahydro-2-haphthoxy)phenyO[I2-fl^ 
phenyl]methyOamino]-1 , 1 , 1-trifIuoro-2-propanol; 

40 (2RV3-a3-(phenoxy)phenyqp-fluorO"5-{trifIuordfneft^^ phenyOmethyOamino]-1 ,1,1- 
trifluoro-2-propanol; 

(2R)-3-[[343-(N,N-dimethyIaminb,pheno)cy]phenyl][[2-fluo^^ 
phenyOmethyl]amino]-1 ,1 ,1 -trifluoro-2-propanol; 

, 45 

(2R)"3-[[[2-fluorck5-(trifluoromethyl)phenyOmethyQ[3-[[3- 
(trffluoromethoxy)-phenyl]methoxy]phenyOamino]-1 ,1 ,1-trifluoro-3iDropanol; 

(2R)-3-[n2-fluoro-5-(trmuoromethyl)phenyOmemyl]I3-n3- 
50 (trifluoromethyl)-phenyflmethoxy]phenyOan™no]-1 ,1 ,1-trifluoro-2-propanol; 
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(2R)-3-[P-fluorch5-{trifluoromethyl)phenyl]methyl][3-[I3,5-^^ 
methoxy]phenyl]amino]-l ,1.1 -trifluoro-2-propanol; 

(2R)-3-[[[2-fluoro-5-(trifluoromethyl)phenyl]methyQ[3-[[3^W 
5 phenyl]methoxy]phenyl]amino]-1 , 1 ,1 -trifluoro-2-propanol; 

(2R^3-[[^2-fluoro-5-(trifluoromethyI)phenyl]me&^yO[3-([3,5-^ 
methoxy]phenyl]amino]-1 .1 ,1-trifluoro-2-propanol; 

10 

{2R)-3-[[[2-fluoro-5-(trifluoromethyl)phenyl]methyf][3- 
[cydohexylmethoxyl-phenyOamino]-1 ,1 ,1-trifluor^^ 

{2R)-3-ff3-(2-difluorometho)<y-4-pyridyloxy)phenyO 
15 phenyl]methyOamino]-1,1.1-tiifIuoro-2-fropanol; 

(2R^3-I[3-(2-trifIuoromethyl-4-pyridyloxy)phenyO[[^^^ 
phenyl]methyQamino]-1,1,1-trifluoro-2-propanol; 

20 (2R)-3-I[3-(3-difluoromethoxyphenoxy)phenyO[[2-fluoro-5-(t^ 
phenyQmethyflamino]-1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-in3-(3-trifluoromethylthio)phenoxy]phenyO[[2-fluor^ 
phenyOmethyl]amino]-1 ,1 ,1-trifluoro-2-pfDpanol; 

25 

(2R)-3-[I3-(4-chlorch3-trifluoramethylphenoxy)phenyO[[2-fluor^^ 
methyl)phenyl]methyQamino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyOI[2-fluoro-4- 
30 (trifluoromethyl)-phenyOmethyl]aminol-1,1,1-tr^ 

(2R)-3-[[3-(3Hsopropylphenoxy)phenyO[[2-fluoro-4- 
(trlfluoromethyl)phenyOHTOthyljamino]M,t 

35 (2R)-3-[[3-(3-<ydopropylphenoxy)phenya[[2-fIouro-4-(tr^ 
methyOaminoH .1 •1-trifluoro-2-propanol; 

(2R)-3-[[3-(3-{2-fuiyl)phenoxy)phenyO[I2-fluoro-4-{tri^ 
methyOamino]-1 ,1 .1.trifluoro-2-propanol; 

40 

(2R)-3-[[3-(2,3KJichIoropheno)cy)phenyOP-fluoro-4- 
(trifluoromethyl)phenyO<4nethyOaminol-1,1 .1-trifluoro-2-propanol; 

{2R)-3-II3-(4-fluorophenoxy)phenyOII2-fluon>4-{trifluoro^^ 
45 1,1.1-trifluoro-2-propanol; 

(2R)-3-[[3-(4-methylphenoxy)phenyl][[2-fluoro-4- 
(trifluoromethyl)phenyO-methv1]amino]-1 .1 .1 -tiifluo^^^ 

50 (2R)-3-[[3-(2-fluoro-5-bromophenoxy)phenyO[[2-fluoro-4- 

(tiifluoromethyl)-phenyOmethyl]amino]-1 ,1 ,1-trifluoro2-propanol; 
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(2R)-34[3-(4-chloro-3-ethylphenoxy)phenyO[[2-fluoro-4^ 
(trifluoromethyl)-phenyQme%0aminol-1 ,1 ,1-trifliioro-2^^ 

5 

(2R)-3-[[3^3-(1 ,1 .2,2-tetrafluoroethoxy)phenoxy]phenyl] 
0[2-fluoro4-(trifluoromethyl)phenyOmethyOami^^^^ 

(2R)-3-I[3-[3-{pentafluoroethyl)phenoxy]phenyQP-fluoro-4-(trifl^^ 
10 phenyOmethyOamino]-1,1J-trifluoro-2-propanol; 

(2R)-3-p-(3,5-dimethylphenoxy)phenyO[[2-fluoro-4- 
(trifluoromethyl)phenyQ-methyl]aminol-1 ,1 .1-trifluoro-2-propanol; 

15 (2R)-3-t[3-(3-ethylphenoxy)phenyQ[[2-fluoro-4- 

(trifluorometh^)phenyllmethyO-amino]-1 ,1 J-trifluoro-2-pr^ 

(2R>3^[[3-(3-t-butylphenoxy)phenyl]II2-fluoro-4- 
(trifluoromethyl)phenyOmethyl]-arnino]-1 ,1,1 -trifluoro-2-propanol; 

(2R)-3-[[3-(3-methylphenoxy)phenyO[[2-fluoro-4- 
(trifluoromethyl)phenyl]methyI]-amino]-1 ,1,1 -trifluoro2-propanol; 

(2R)-3-[[3-(5.6.7.8-tetrahydro-2-naphthoxy)phenyO[[2-fluor^ 
25 phenyOmemyOarnino]-1.1,1-trifluoro-2-propanol; 

(2R)-3-[[3-(phenoxy)phenyQ[[2-fluoro-4-(trifluoromem^ phenyOmethyllaminoM.1 1- 
trrfluoro-2-propanol; 

30 (2R)-3-I[3-[3-(N,N<llmethylamino)phenoxy]phenyO[[2-fluorb-4^ 
phenyQmethyIlamino>1 .1 ,1 -trifluoro-2-propanol; 

(2R)-3-[[[2-fluorO'4-(trifluoromethyl)phenyOm 
[I3-(trifluoromethoxy)phenyQniethoxy]phen 

35 

(3R)-3-{I[2-fIuoro-4^trlfluorornethyl)f*enyOmetlTyO 
[[3Htrifluoromethyl)phenyqmetho)v]phenyQaminoI-1 ,1 ,1-trifluoro-2-piopanol; 

(2R)-3-[n2-fluoro-4-(trjfluoromethyl)phenyQmethyOt3-tt3,5slinTOttiylp 
40 methoxy]plienyOan(jlnoh1,1,1-4rifluoro-2-propanol; 

{2R)-34I[2-fluoro-4-(trifluoromethyl)phenylImethyl]{3^3- 
(trifluoromethylthioH5henygmethoxy]phenyOamino]-1 J .1 -tr^ 

45 (2R)-3-I[I2-fluoro-4-<trif!uoramethyl)phenyOmethyn[3-[p.5-dlfluorophe^ 
methoxy]phenyl]amino]-1 ,1 ,1-trifluoro-2i3ropanol: 

(2R)-3-II[2-fIuoro-4-(trifluoromethyl)phenynmethyl][3- 
[cyclohexylmethoxy]-phenyl]aminoJ-1,1,1-trifluorx>-2-propanol; 

50 
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(2R)-3-[[3-(2Klifluoromethoxy4-pyridyloxy)phenyO[[2-fluor<>4-(tiiflu 
phenyl]methyl]amino>1 ,1 ,1-trifluoro-2-propanol; 

(2R)-3-Q3-(2-trifluoromethyl-4-pyridylo)cy)phenyO[[24luor^^ 
5 phenyOmethyOamino]-1,1,1-trifluoro-2--propanol; 

(2R)-3-[[3-{3-di'fIuoromethoxyphenoxy)phenyl]P-fluoro-4- 
(trifluoromethyl)iDhenyI]methv1]amino]-1 J J -trffl 

0 (2R)-3-I[I3-(3-trifluoromethylthio)pherK5xy]phenyQn2-fl 
phenyQmethyl]amino]-1 ,1 ,1-trifluoro-2-propanol; and 

(2R)-3-tt3-(4-chlorcH3-trifluoromethylphenoxy)phenyQP-fluoro-4- 
(tr^fluo^omethyl)phenyOmethyOamJno^1,1,1-trifluo^^ 



. Another class of CETP inhibitors that finds utility with the present invention 
consists of quiriolines of Formula XVII 



and phamnaceutically acceptable forms thereof, wherein: 

Axvit denotes an aryl containing 6 to 10 carbon atoms, which Is optionally 
substituted witii up to five identical or different substituents in the form of a halogen, 
nitro, hydroxyl, trifluoromethyl. trifluoromethoxy or a straight-chain or branched alkyl, 
acyl, hydroxyalkyl or a\kGxy containing up to 7 carbon atoms each, or in the form of a 
group according to tiie formula -NRxmmRxjws, wherein 

Rxvrwand Rxvii-s are identical or different and denote a hydrogen, phenyl or a 
straight-chain or branched alkyl containing up to 6 carbon atoms, 

' Dm denotes an aryl containing 6 to 10 carbon atoms, which is optionally 
substituted with a phenyl, nitro. halogen, trifluoromefliyl or trifluoromettioxy, or a radical 
according to tiie formula 




^11 9^X711-3 



FonnulaXVII 
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10 



15 



20 




25 



RxVII-8 f XVII-9 

or Rxvmo— Txvi, — Vxvk—Xxvh — 
wherein 

Rxviw. RjMw. RxwHo denote. Independently from one another, a cydoalkyl 
containing 3 to 6 cart)on atoms, or an aryl containing 6 to 1 0 carbon atom or a 5- to 7- 
membered. optionally benzo-condensed. saturated or unsaturated, mono-. W- or 
tricyclic heterocyde containing up to 4 heteroatoms from the series of S. N and/or 0 
wherein the rings are optionaHy substituted, in the case of the nitrogen-containing rings 
also via the N function, with up to five Identical or different substituents in the fomi of a 
halogen, trifluoromethyl. nitro. hydroxyl. cyano. carijoxyl. trifluoromethoxy. a straight- . 
chain or branched acyl. aikyl. alkylthio. alkylalkoxy. alkoxy oralkoxycari^onyl containing 
up to 6 carbon atoms each, an aryl or trifluoromethyl-substituted aryl containing 6 to 10 
carbon atoms each, or an optionally benzo-condensed. aromatic 5- to Twnembered 
heterocyde containing up to 3 heteoatoms from the series of S. N and/or O. and/or in 
the iom of a group according to the fomiula .ORxv„.„. .SRxv„„. -S0.R;<v».,3, or-NfW 

Rxvim. Rxvii-12, and Rxvu.,3 denote, independently from one another, an aryl 
containing 6 to 10 carbon atoms, whidi is in turn substituted with up to two' identical or 
different substituents in the fomi of a phenyl, halogen or a straight-diain or branded 
akyi containir^ up to 6 carbon atoms. 

RXVM4 and RxwH.« are Mentical or different and have the meaning of Rxv,„ and 
Rxvii4 given above, or 

RxvM and/or Rxm-j denote a radfcai according to the fomwla 
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RxvM denotes a hydrogen or halogen, and 
Rxviw denotes a hydrogen, halogen, azido, trifluoromethyl. hydroxyl. 
5 trifluoromethoxy, a straight-chain or branched a\koyy or alky! containing up to 6 carbon 
atoms each, or a radical acojrding to the fomriula NRx^ifiRxviM?; 

, RxvB-ie and Rxvn-i? are identical or different and have the meaning of Rxwm and 
RxvM above; or 

RxviM and Rxviw together fomi a radical according to the fomiula =0 or =NRxvii- 

10 la; 

RxviMs denotes a hydrogen or a straight-chain or branched alkyi, alkoxy or acyi 
containing up to 6 carbon atoms each; 

Lxvii denotes a straight-chain or branched alkylene or alkenylene chain 
containing up to 8 carbon atoms each, which are optionally substituted vvith up to two 
15 hydroxyl groups; 

Txvn and Xxvh are identical or different and denote a straight-chain or branched 
alkylene chain containing up to 8 carbon atoms; or 

Txvii and Xxvii denotes a bond; 

V;^j denotes an oxygen or sulfur atom or -NRxvins; 
20 Rxy/iM9 denotes a hydrogen or a straight-chain or branched alkyi containing up 

to 6 carbon atoms or a phenyl; 

Exvn denotes a cydoalkyl containing 3 to 8 carbon atoms, or a straight-chain or 
branched alkyi containing up to 8 carbon atoms, which is optionally substituted with a 
cyctoallQ^ containing 3 to 8 carbon atoms or a hydroxyl. or a phenyl, which is optionally 
25 substituted with a halogen or trifluoromethyl; 

Rxsni-i and Rx^z are idenb'cal or different and denote a Qrcloalkyi containing 3 
to 8 carbon atoms, hydrogen, nitro, halogen, trifluoromethyl, trifluorometho)^, carboxy, 
hydroxy, cyano, a straight-chain or branched acyl, alkoxycarbonyl or alkoxy vwth up to 
6 carbon atoms, or NRxvu^Rxwi-ai; 
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10 



Rwiwoand Rxwki are identical or different and denote liydrogen, plienyl, or a 
straight-chain or branched allqrt with up to 6 caiton atoms; and or 

RxwM and/or Rxwware straight-chain or branched all^ with up to 6 carbon 
atoms, optionally substituted with halogen, trifluoromethoxy, hydroxy, or a straight- 
chain or branched alltoxy with iip to 4 carbon atoms, aryl containing 6-10 carbon 
atoms optionally substituted with up to five of the same or different substituents 
selected from halogen, cyano, hydroxy, trifluoromethyj, trifluoromethoxy, nitro. straight- 
chain or branched aikyi. a(yl, hydroxyalkyi, alkoxy with up to 7 carbon atoms and 

NRxW|.22RxVII-23; 

R>wtt.22and Rxvii.23 are identical or different and denote hydrogen, phenyl or a 
straight-chain or branched akyi up to 6 carbon atoms; and/or 

■ Rxvo-i and Rxvu.2 tal<en together forni a straight-chain or branched alkene or 
alkane with up to 6 carbon atoms optionally substituted with halogen, trifluoromethyl, 
hydrojQT or straight-chain or branched alkoxy with up to 5 carbon atoms; 
1 5 Rxviw denotes hydrogen, a straight-chain or branched acyl with up to 20 carbon 

atoms, a benzoyl optionally substituted with haksgen. trifluoromethyl. nitro or 
trifluoromethoxy, a straight-chained or branched fluoroacyl with up to 8 carbon atoms 
and 7 fluoro atoms, a cydoaikyl with 3 to 7 caibon atoms, a straight chained or 
branched alkyi with i^j to 8 carbon atoms optionally substituted with hydroxyl, a 

20 straight-chained or branched alkoxy with up to 6 carbon atoms opUonaliy substituted 
with phenyl which may in turn be substituted with halogen, nitro, trifluoromethyl, 
trifluoromethoxy, or phenyl or a tetiazol substitued phenyl, and/or an alkyi that Is 
optfonally substituted with a group according to the fonuula -ORxvn^ 

RxviKa4 is a straight-chained or branched acyl with up to 4 cariJon atoms or 

25 ben2^. 

Compounds of Fonnula XVII are disclosed In WO 98/39299, the entire 
• disdosuro is incorporated by reference. 

Another class of CETP inhibitors that finds utility with the present invention 
consists of 4-Phenyltetrahydroqulnolines of Fonnula XVIII 



30 
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^Tcviii N 



xvra-2 




'XVIIl-3 



•XVIIl-4 



Formula XVIII 



5 , N oxides thereof, and phatmaceutically acceptable forms thereof, wherein: 

Axvifl denotes a phenyl optionally substituted with up to two identical or different 

substituents in the fornn of halogen, trrfluoromethyl or a straight-chain or branched alkyi 

or alkoxy containing up to three carbon atone; 
Dxvoi denotes the formula 



10 



15 



20 



%VIII-7 




•XVIII-5 



or RXV111.8-CH2-O-CH2- ; 



Rxviiw and Rxm^ are taken together to form =0; or 

Rxvui^ denotes hydrogen and Rx^^iw denotes halogen or hydrogen; or 

Rx^/nw and Rmis denote hydipgen; 

Rxvni-7 and Rxvnw are kJentical or different and dienote phenyl, naphthyl, 
benzothiazolyl. quinolinyi, pyrimidyl or pyridyl with up to four identical or different 
substituents in the fonn of halogen, trifluoromethyl, nitro. (yano, trifluorometho)y, - 
SO2-CH3 or NRxvuwRxN/uno; 

Rxvuw and Rxvni-ioare Identical or different and denote hydrogen or a straight- 
chained or branched alkyI of up to three carbon atoms; 

Exviii denotes a cycloalkyi of from three to six carbon atoms or a straight- 
chained or branched alky! of up to eight carbon atoms;. 

RxviiM denotes hydroxy; 

Rxs/iH.2 denotes hydrogen or methyl; 



?nocin:<wo 
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Rxviiwand Rxviiware identical or different and denote straight-chained or 
branched alkyi of up to three carbon atoms; or 

Rx^i^and Rxvuwtalcen together form an alkenylene made up of between two 
and four carbon atoms. 
5 Compounds of Fomiula XVIII are disclosed in WO 99/15504, the entire 

disclosure of which Is incorporated by reference. 

Emulsion pre-concentrates of CETP inhibitors, formulated as described above, 
are encapsulated in soft gelatin capsules, or are encapsulated in hard gelatin or non- 

10 gelatin capsules. If encapsulated in hard gelatin or non-gelatin capsules, it is 

preferred that the seam between the two capsule shell pieces be sealed, for example 
with a strip of gelatin, to prevent leakage. Encapsulation in soft-gelatin is well-known 
and is described in HThe Theory and Practice of Industrial Pharmacy", by L. Lachman, 
H. Lieberman, and J. Kanig, Lea and Febiger. publisher, 3"^ Edition. 1986. 

15 The invention is further disclosed and described in the following examples, 

which are Illustrative as opposed to limiting. In the examples, "mgA" is an 
abbreviation for "milligrams of active drug", the weight being expressed in mg of the 
non-salt, free add or base. Other commonly employed and understood 
abbreviations have been employed: Me, methyl; Cmpd, Compound; In the 

20 examples, the following shorthand notation means the con-esponding structure listed 
and/or named below: 



Compound A - PR.4S] 4-[(3,5-bis-trifluoromethyl-benzyi)-methoxycari3onyl-amino]-2- 
25 ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -cari30)^ic add ethyl ester, with a 
Clog P of 7.45 and having the following structure: 




■D0gD :<WO 0 3000 29SA2 I > 



wo 03/000295 



PCT/IB02/01571 



-116- 



5 Compound B, Propanethioic add, 2-methyl-, S-{2-mi-(2- 

ethylbutyOcyclohexyOcarbonyQaminoJphenyO ester with a Clog P of 7.15 hawng the 



structure: 




N 




10 



15 



Compound C, (S,SHH4-fluorophenyl)-34fluoro[4-(trifluoromethyl)phenyOmethyQ-5'.8'- 
dlhydro-2*-(1-methylethyl)-spiro[cydobutane-1,7'(6'H)-quinolln]-5'-ol, with a Qog P of 
8.93 and having the following structure: 



FaC 



20 




Compound D I2R.4S] 44ace1yl-(3,5H3is-trifluoromethyl-l)en2yl)-anriino]-2-ethyl-6- 
25 trifluoromethyl-3.4-dlhydro-2H-quinoline-1-carboxync add isopropyl ester, with a Clog 
P of 6.52 and the following staicture: 
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H3C-( 



CH, 



Compound E - [2R, 4S] 4-((3,5-Bis-trifluoromethyl-ben^l)-niethoxycarbonyl-arnino]-2- 
ethyl-6-tifluoromethyl-3,4-dihydro-2Hs|uinoline-1-KarboxYlicacid isopropyl ester with 
5 a Clog P of 7.76 and having the following structure: 




Compound F - [2R, 4S] 4-{(3,5-Bis-trifluoromethyl-benzyl)-methoxycart)onyl-aminol-2- 
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-cartx»<ylic add propyl ester having a 
10 Clog P of 7.98 and having the following structure: 




03a0b295A2J > 



wo (J3/000295 



PCT/IB(»2/«1571 



-118- 



Compound G - [2R, 4S] 44(3,5-Bis4rifluoromethyl-benzi^)HTietho)ycarbonyl-amino]-2- 
cydopropyl-6-trifluoromethyl-3,4-dihydro-2H<|uinoline-1-carbo^^ add Isopropyl 
ester, having a Clog P of 7.58 and having the follo\Arfng stmcture: . 

5 




Compound H - [2S. 4R] 4-[(3,5-Bis-trifluoromethyl-berxzyl)-methoxycarbonyl-am 
1 0 cydopropyl-6-trifluoromethyl-3.4-dihydro-2H-qu!noline-1 -carboxylic add isopropyl 
ester, having a Clog P of 7.58 and having the following structure: 




Compound I - [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2- 
1 5 methyl-7-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester, having 
a Clog P of 6.92 and having the following stmcture: 



ierw<in. «tiurt /nrmnooKAo i ... 
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^ ^^9"?^ ^ \I(3.5-Bis-trifIuoromethyl-ben2ylHTTethoxycarbory^^ 

memyl-2,3^.6.7.8-hexahydro-cydopenta[g]qulnoline-1.carbox^ ester 
having a Clog P of 7.05 and having the following structure: y « . 




ceo 



10 



15 



' "^^^.S-Bis-trifluoromethyl-benzyl^methoxycartJonyl^mlnoK- 
memyl^tnfluorornethyl-3.4Hlihydro-2H-quh^^^ add ethyl ei^ZSlw 

a aogP of 6.92 and having the following structure- y> esier, naving 
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Compound L - [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-ben2yl>memoxyra 
methyl-6-trifluoromethyl-3,4-dihydrc^2HH:|uinoline-1-ra acid ethyl ester, having 
5 a Clog' P of 6.92 and having the following structure: 




Compound M - [2R, 4S] 4-[Acetyl-(3,5-bis-trifluoroniethyl-benzyl)-amino]-2Kydopropyl- 
6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-cart)oxylicacid propyl ester, having a Clog 
10 P of 6.56 and having the following stmcture: 
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Compound N - [2R, 4S] 4-[(3,5-Bis-tiTfluorome%l-berizylHomiyf-amino]-2-cydopit)py^ 
5 6-tfffluoromethyl-3,4-dihydro-2H-quinofine-1-cart)oxylic add propyl ester, havinq a Cloa 
P of 6.33 and having the following structure: 




Compound O - I2R. 4S] 4-[AcetyH3,5-bis-trifluoromethyl-benzyl)-amino]-2-methyl-6- 
1 0 trifluoromethy|-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester, having a Clog P 
of 5.68 and having the following structure: 




15 



Compound P - [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)-fomiyl-aminoJ-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-qulnoiine-1 -carboxylic acid ethyl ester, having a Oog P 
20 of 5.97and having the following stnjcture: 
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Compound Q - [2R, 4S] 4-I(3.5-Bis-trifluoiromethyI4)enzylHormyl-am 
trifIuoromethyl-3,4<lihydro-2H-quinoline-1-carboxylic add ethyl ester, having a Qog P 
5 of 5.45 and having the following stmcture: 




10 Example 1 

This Example (and Examples 2 through 5) illustrates making a composition 
according to the invention and using it to make softgel capsules containing it 

Capmul® MCM was heated to 55 ^'C and mixed. To a 2 liter glass beaker was 

1 5 added 277 gm of Miglyol® 81 2, 51 0 gm of triacetin, 31 8 gm of Polysorbate 80, and 442 
gm of Capmul® MCM. After stim'ng for one hour, this solution was added to 161 gm 
Compound A and the resulting mixture stinted at ambient temperature for 8 hours with 
scraping of walls as needed. It was then filtered to remove gross particulates. The 
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 1 . 

20 The above 100 mgA/mL fill was encapsulated into #10 oval and #5 oval 

softgels to provide fill volumes of 0.6 ml and 0.3 ml respectively. The doses per 
softgel are therefore 60 mgA and 30 mgA, respectively. The shell was prepared from 
gelatin, glycerin, and water. 

25 
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Table 1 



Ingredient 


mg/g 


Compound A 


94 


Miqivol® 812 


162 


Tiiacetin 


299 , 


Polysorbate 80 


186 


Capmul® MCM 


259 



Example 2 

5 

Capmul® MCM was heated to 55°C and mixed. Cremophor® 

heated to 65**C with stirring. Then 539 g of Migiyol 812, 998 g of triacetin, 608 g of 

Cremophor® RH40, and 860 g of Capmul® MCM were combined and mixed for 20 min. 

To this mixture was then added 312 gm of Compound D and the resulting mixture 
1 0 stin-ed at ambient temperature for 3 hours with scraping of walls as needed. It was 

then filtered to remove gross particulates. The amounts (in mg) of each component in 

the fill per gram of fill are set forth in Table 2. 

The above 100 mgA/mL fill was encapsulated into #2 and #5 oval softgels to 

provide fill volumes of 0.1 mL and 0.3 mL, respectively. The doses per softgel were 
15 therefore 10 and 30 mgA, respectively. The shell was prepared from gelatin, glycerin, 

and water. 



Table 2 



Ingredient 


mg/g 


Compound D 


. 94 


Miglyol 812 


163 


Triacetin 


301 


Cremoptior 


183 


CapnuilMCM 


259 



20 

Example 3 

Capmul® MCM was heated to 55°C and mixed. Alpha-tocopheryl 
polyethyleneglycol 1000 succinate (TPGS) was also heated to 55°C with stirring. Then 
25 264 gm of Miglyol® 812, 333 gm of propylene cart)onate, 103 gm of TPGS, and 562 
gm of Capmul® MCM were combined and mixed for 1 hr. This mixture was then 
added to 130.4 gm of Compound A and the resulting mixture stin-ed at ambient 
temperature for 8 hours with scraping of walls as needed. It was then filtered to 
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remove gross particulates. The amounts (in mg) of each component in the fill per gram 
of fill are set forth In Table 3. 

The above 1 00 mgA/mL fill was encapsulated into #1 1 oblong softgels to 
provide a fill volume of 0.6 mL The dose per soflgel Is therefore 60 mgA. The shell 
5 was prepared from gelatin, glycerin, and water. 



Tables 



Ingredient 


mg/g 


Compound A 


94 


Miglyol®812 


164 


Propylene carbonate 


207 


Alpha-tocopheryl 
polyethyleneglycd 1000 
succinate 


185 


Capmul* MCM 


350 



Example 4 

Capmul* MCM was heated to 55°C and mixed. Then 264 gm of Miglyol® 812, 
15 333 gm of propylene carbonate, 303 gm of Polysorbate 80 and 562 gm of Capmul*^ 
MCM were combined and mbced for 1 hr. This mixture was then added to 130.5 gm of 
Compound A and the resulting mixture sUnred at ambient temperature for 8 hours with 
scraping of walls as needed. It was then filtered to remove gross particulates. The 
amounts (In mg) of each component in the fill per gram of fill are set forth in Table 4. 
20 The above 100 mgA/mL fill was encapsulated into #1 1 oblong soflgeb to 

provide a fill volume of 0.6 mL The dose per softgel is therefore 60 mgA. The shell 
was prepared from gelatin, glycerin, and water. 

25 

Table 4 



Ingredient 


mq/g 


Compound A 


95 


IVIigIyoi®812 


163 


Propylene carbonate 


206 


Polysorbate 80 


188 


Capmul® MCM 


348 
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Example 5 

Capmul*' MCM was heated to 55»C and mixed. Then 271 gm of Miglyol® 812. 
250 gm of triacelin. 779 gm of Polysortjate 80 and 217 gm of Capmul® MCM were 
combined and mixed for 20 min. This mixture was then added to 75.7 gm of 
COMPOUND A and the resulting mixture stirred at ambient temperature for 8 houre 
with scraping of wails as needed. It was filtered to remove gross particulates. The 
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 5. 

The above 50 mgA/mL fill was encapsulated into #11 oblong softgels to 
provide a fill volume of 0.6 mL. The dose per softgel is therefore 30 mgA. JTw sheH 
was prepared from gelatin, glycerin, and water. 



Table 5 



Ingredient 


ma/a 


Compound A 


48 


Miglyol® 812 


170 


Triacetin 


157 


Polysorbate 80 


489 


Capmul®MCM 


136 



15 



20 



25 



Example 6 

This Example (and Example 7) illustrates the composition of fills accoiding to 
the invention. The amounts (in mg) of each component in the fitt per gram of fill are set 
forth in Table 6. This fill was prepared at a concentration of 50 mgA/mL in a manner 
similar to that described in Examples 1-5 but at a small volume for dog PK studies. It 
could be prepared at a larger scale forencapsulafibn into #11 oblong softgels to 
provide a fill volume of 0.6 mL and a dose of 30 mg A. 

Table 6 



Composition 


mg/g 


Compound A 


48 


Miglyol® 812 


143 


Triacetin 


143 


Cremophor®RH40 


381 


Capmul* MCM 


286 
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Example 7 

The amounts (in mg) of each component in the fill per gram of fill are set 
forth in Table 7. The fill was prepared at a concentration of 150 mgA/mL in a 
manner similar to that described in Examples 1-5, but at a small volume for dog PK 
studies. It could be prepared at a larger scale for encapsulation into #11 oblong 
softgels to provide a fill volume of 0.6 mL and a dose of 90 mgA. 



Composition 


mg/g 


CpmpoundA 


142 


Miglyol®812 


86 


Ethyl lactate 


429 


Cremophoi* RH 40 


257 


Capmui^MCM 


86 



Example 8 

15 

To 80.1 g of Compound A was added 1451 gnn Miglyol* 812. The resulting 
mixture was stirred at ambient temperature for 8 hours vwth scraping of walls as 
needed. It was filtered to remove gross particulates. The amounts (in mg) of each 
component in the fill per gram of fill are set forth in Table 8, 
20 The above 50 mgA/mL fill was encapsulated into #1 1 oblong and #4 oval 

softgels to provide fill volumes of 0.6 mL and 0.2 ml, respectively. The doses per 
sofgel were therefore 30 and 10 mgA, respectively. The shell was prepared from 
gelatin, glycerin, and water. 



Rnnrjn- *wn mnnn9flM9 i > 
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Table 8 



Ingredient 


mg/g 


Compound A 


52 


Miglyol®812 


948 



Example 9 

5 . . • 

This example describes the determination of solubility of CETP Inhibitors in 
exdpients and emulsion preconcentrates and also an initial assessment of emulsion 
quality (Table 9a-9d). 

The solubility of CETP inhibitors in exdpients and in formulations was 

10 detemiined by adding an excess of compound to the medium In question. The 
mixture was agitated by rotation over a period of days at ambient temperature until 
the concentration in solution had reached an equilibrium as Judged by similar 
measurements for consecutive time points. Concentrations were measured by 
filtration of aliquots with a PTFE syringe filter and assay by HPLC as described in 

15 Example 11. 

For CETP inhibitors where quantities were limited, an estimate of solubility 
was obtained by addition of vehide to a known quantity of the compound and mixing 
in an ultrasonicator bath for 90 minutes, followed by overnight equilibration at 
ambient temperature. Addition of vehide was repeated until a solution was achieved. 

20 The extent of emulsification was determined by mixing the preconcentrate and 

water in a ratio of 1:100 and 1 :10 by gentle inversion (5 x), visual inspection, and 
examination under an optical microscope, using a polarizing filter to check for the 
appearance of crystals. Droplet size detennined by this approach is expressed as the 
upper limit for the average droplet size, since submiaon droplets cannot be detected 

25 bythtemefliod. 

The results in Table 9a show that the solubility of Compound A in Miglyol® 812 
is only suffident for a 50 mgA/mL fill (30 mgA in a 0.6 mL softgel). while cosolvents 
such as triacetin and propylene carbonate provide ca. 4x higher solubility and those 
such as ethyl lactate and dimethyl isosortaide neariy double those levels. Solubility and 
/ 30 emulslficatjon data for preconcentrate solutions of Compound A is shown In Table 9c. 
Use of propylene cartK)nate and triacetin as cosolvents allow solubilities suffdent in 
some cases for a 100 mgA/mL self-emulsifying fill, (e.g., Fomriulations M. O, Q, and R, 
see Table 9c) 
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Higher levels of surfactants are often required to yield self-microemulsifylng 
formulations and in these cases solubilities only pemiit in general a 50 mgA/mL fill 
using triacetin as the cosolvent (e.g. Fonnulation EE. Y, and PP). Use of propylene 
carlK)nate or ethyl lactate as cosolvent can pemiit a 100mgA/mL fill (e.g.. Fonnulations 
5 A, B, XX, YY, and ZZ) that has sufficient surfactant to yield microemulsions. However, 
triacetin has the advantage of good precedence in oral dosage fonms (and has GRAS 
status). Dynamic light scattering was utilized to further characterize the sub-micron 
particle size distribution for miaoemulsions as described in Example 10. 

The solubility in ethyl lactate pennits a self-emulsifying 150 mgA/mL fill to be 

10 prepared (e.g Fomiulation WW). However, the solubilities of emulsion preconoentrates 
shown in Table 9a and 9c cannot reliably be predicted based on the solubilities of the 
components alone. This is exemplified by fonnulation WW (Table 9c), which exhibits 
considerably greater solubility than the corresponding fomnulation using dimethyl 
isosorijlde (Fonnulation AAA), although the opposite would have been predicted based 

15 on solubilities in the Individual cosdvents. Also, lack of data for excipients that are 
solids at room temperature also hinders prediction. 

All of the emulsions prepared from these fonriulatlons exhibited good phy^ 
stability, i.e. there was no sign of crystallization or change in particle size based on 
microscopic examination after standing overnight at ambient temperature. 
20 Results obtained for other CETP inhibitors are shown in Tafcries 9b and 9d. In 

case of Compound D (Table 9b), the average emulsion partide size is 
< 5 microns. 

Table 9a. Equilibrium Solubility Data for Compound A in Oils, Solvents, and 
25 Surfactants 







Solubility 
(mgA/ml) 


Vehide 


HLB 




Water 




< 0.00004 


Oleic add 




8.5 


Maisine 35-1 


4 


9 


Peceol 


3 


10 


Olive oil 




17 


PluroiOlelqueCC497 


6 


17 
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wfoiiiopiior cL 




20 




15 


23 


uaDraTII ivi 1944 


4 


26 


Luauieiiii IVI ^ IZO 


4 


27 


• «yai iv^ V'^^-'iyO'ysinyienB 
glycerol trioleate) 


11 


32 


Pluronic® L-A4 




36 


Capmul® MCM 


6 


41 


Labrasol® 


14 


41 


Miglyol®812 




65 


Lauroglycol FCC 


4 


70 


Glycofurol 




99 


Caprylic acid 




145 


Transcutol P 




174 


Propylene carbonate 




227 


Triacetin 




235 


Triethyl citrate 




240 


peppermint oit 




266 


Ethyl lactate 




400 


Dimethylisosorbide 




439 


N-methyl-2-pyrrolidone 




813 



5 

Table 9b: Equilibrium Solubility Data for Other CETP inhibltore 



Vehicle 


Solubilily(mgA/ml) 




Compound 
D 


Compound 
E 


Olive oil 


13 


39 


Olive oil /CremoDhor® EL 80/20 


14 




CremoDhor* EL 


18 




MigJyol® 812/Cr«mophor* EL 
80/20 


51 




Capmul" MCM 


58 




Mi9lyor812 


61 


167 



*,WO 03qOM9SA2 I > _ 
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Miglyol^/propylene 
carbonate/Cremophor® EL 
(60/20/20) 


208 


394 


Triacetin 


239 





Table 9c. Solubility and emulsification data for Compound A in prBconcentrates* 





Composition (% v/v) 


Solubility 
(mgA/mL) 


Ave Droplet 
Size (m) 
(1:100 
dilution) 


Formul. 
No. 


IWigiyol® 
812 


Cosolvent* 


Surfactants 








Vitamin ETPGS/ 
Capmul ®MCM 






A 


20 


20 P.O. 


20/40 


145 


<1 


H 


20 


20 triacetin 


20/40 


113 


<2 


1 


20 


30 P.C. 


20/30 


189 


<2 


S 


10 


30 triacetin 


20/40 


131 


<5 








Polysort}ate 80/ 
Capmul® MCM 






B 


20 


20 P.C. 


20/40 


142 


<5 


0 


20 


30 triacetin 


20/30 


141 


<2 


EE 


20 


15 triacetin 


50/15 


64 


<1 








Vitamin ETPGS/ 
Labrafil® M 1944 
CS 






C 


20 


20 P.C. 


20/40 


114 


<1 


Q 


10 


40 triacetin 


20/30 


142 


<2 








Geludre* 44/14/ 
Capmul* MCM 






D 


20 


20 P.C. 


20/40 


151 


<5 








Cfemophoi^ RH40/ 
Capmul® MCM 






E 


20 


20 P.C. 


20/40 


147 


<1 


M 


20 


30 triacetin 


20/30 


145 


<1 


R 


20 


30 triacetin 


35/15 


122 


<1 


SS 


0 


28 triacetin 


30/42 


108 


<1 


PP 


17 


13 triacetin 


39/31 


77 


<1 


Y 


20 


10 triacetin 


50/20 


67 


<1 


WW 


11 


SO 

ettiyl lactate 


29/10 


203 


<2 


XX 


11 


40 

ettiyi lactate 


29/20 


159 


<1 
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YY 


16 


35 

ethyl lactate 


39/10 


142 


<1 


ZZ 


22 


29 

ethyl lactate 


19/30 


145 


<1 


AAA 
* pn =p 


11 


47 
dimethyl 
isosorbide 


31/11 


157 


<1 



Table 9d. Solubility and emulslfication data for other CETP Inhibitor pre- 
concentrates 







Composition (% vh/^ 






Compound 


Miglyol<^8 
12 


Triacetin 


Surfactants 


Solubility 
(mgA/mL) 


Ave Droplet 
Sizefti) 
(1:100 
dilution^ 








Polysorbate 80/ 
Capmul®MCM 






Compound B* 


20 


30 


20/30 


>100 


<5 


Compound C* 


6 


55 


15/24 




<5 


Compound E 


22 


27 


20/31 


308 


<2 








Cremophor*^ 

RH40/ 
Capmul® MCM 






Compound D 


20 


30 


20/30 


172 


<5 


* Amorphous so 


ids 





Example ID 

Preliminary particle size analysis data has been obtained on selected 
fonnulations using a dynamic light scattering particle size analyzer (ZetaPals. 
Brookhaven Instruments, Inc.) for measurement of sub-micron partide distribution. 
The fonnulation solutions were diluted 1 :1 00 in HPLC-grade water (previous^ 
filtered through a 0.22 \im syringe filter). The resulting mixture was gently inverted 
five times to aeate the emulsion. Each emulsion sample was then analyzed at a 
temperature of 37»C. Triplicate measurements were made at each time point (0. 30 
min). 

The results shown in Table 10 confinn that formulations O, Q and R are self- 
emulsi^ng fomriulations with a mean particle size above 100 nm. Formulations 
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such as A and B have mean particle sizes in the microemulsion range but writh 
significant populations of larger particles and are slightly turbid. Fonnulation EE is 
very slightly turbid with a trace of larger particles. Use of Cremophor® RH 40 as the 
high HLB surfactant yielded formulations Y, PP, XX. and Z2 that fofm transparent 
5 microemulsions with all particles smaller than ca. 100 nm, as is the case for 
Neoral®. Only formulation Y showed a stable unimodal distribution that did not 
change, even with stining. 



10 Table 10a. Dynamic Light Scattering Partide Size Analysis of Emulsions from 
Compound A Self-Emulsifying Fomiulations* 



Form.. 


Pre^noentrate Composition 
(%v/v) 


Mean Diam. 
(nm) 


Distribution * 








Peak 
1 


Peak 2 


Peak 
3 


A 


Miglyol® 812/propylene 
carbonateA/itamni E- 
TPGS/Capmul®IVICM 
(20/20/20/40) 


78.6 


22 


73 


349 


B 


Miglyol*' 812/propylene 
carbonate/Polysorbate 80/Capmul® 
MCM (20/20/20/40) 


45.3 


33 


217 




C 


Miglyor812/ 
propylene carbonate/Vitamtn E- 
TPGS/Labrafil M*1944 CS 

(20/20/20/40) 


21.6 


17 


38 


(197) 


0 


Miglyor812/rriacetin/ 
Polysorbate 80/Capmul* MCM 

(20/30/20/30) 


256.6 


257 






Q 


Miglyor"812Triacetin/ 
Vitamin E-TPGS/ 
UbrafilM®1944CiS 
(10/40/20/30) 


440.9 


259 


537 




R 


Miglyor812/rriaoetin/ 
Cremophoj*RH40/ 
Capmul MCM 
(20/30/35/15) 


245.2 


245 






X 


Neorar/propylene carbonate 
(90:10) 


19.0 


11 


29 




Y 


Miglyor 812/Triacetin/ 
Cremophof*RH40/ 
Capmul* MCM 

(20/10/50/20) 


22.3 


22 






EE 


Miglyoi'" 812/Triacetin/ 
Polysorbate 80/Capmuf MCM 
(20/15/50/15) 


19.6 


13 


64 


(220) 
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pp 


Miglyorsizn'riacetin/ 
Cremophor®RH40/ 
Capmul® MCM 
(17/13/39/31^ 


27.1 


27 






ss 


Triacetin/Cremophor'^' RH40 
/Capmul® MCM (28/30/42) 


3Z4 


26 


(116) 




WW 


MiglyoT 812/Ethyl lactate/ 
Cremophor®RH40/ 
Capmul® MCM 
(11/50/29/10) 


293.8 


324 






XX 


Miglyor 812/Ettiyl lactate/ 
Cremophor® RH40/ 
oapmul MUM 
(11/40/29/20) 


24.9 


22 


\ >vf ) 




YY 


Miglyor 812/Ethyl lactate/ 
. Cremophor® RH40/ 

Capmul® MCM 

(16/35/39/10) 


31.5 


28 


(135) 




2Z 


Miglyof 812/Ethyl lactate/ 
Cremophor® RH40/ 
Capmul® MCM 
(22/29/19/30) 


36.3 


34 


(103) 




' Paron» 


Neoiar 


27.4 


27 







Measured immediately after preparation unless indicated dtherwise 



oSe'rcXoSS'^'^ Scattering Partide Size Analysis of EmulsiorK prepared for 



Cmpd. 


Cone. 
(mg/mL) 


Pne-Concentrate Composition 
(%v/v) 


Mean Diam. (nm)# 








Initial* 


30min.* 


D 


100 


Miglyol®812/Triacetin/ 
Cremophor® RH40/ 
Capmul® MCM 
(20/30/20/30) 




182 ±17 
(3) 


E 


100 


Miglyol*812/Triacetin/ 
Polysortiate 80/Capmul 
®MCM 
(22/27/20/31) 


181 


175 


E 


200 


Miglyor 812/Triacetin/ 
Poly8ort)ate 80/Capmul 

\lCM 
(22/27/20/31) 


239 ±17 
(4) 


251 ± 45 
(4) 



10 
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* Time after preparation Of emulsion 
Example 11 

5 

The fills prepared in the above examples were hand-filied into hydrophobic 
softgel shells and heat sealed, and then placed on stability under accelerated 
conditions In sealed HPDE bottles with child-resistant caps. The fills were assayed 
at intervals by dilution of aliquots into acetonitrile and gradient HPLC analysis on a 

10 Water Symmetry C-8 column (3.9 x 150 mm. 5 micron) at 30'C at a flow rale of 1 
mL/mln. The mobile phase program was a 25 minute gradient from 100 % A to 50% 
A/50 % B (A = 40Q/30Q/300/0.8 v/v Dl H20/Acetonitrile/2-Propanol/Phosphoric Acid 
and B = 2-Propanol), followed by a 5 minute hold at this condition and a 10 minute 
gradient to the Initial condition. The detection method was UV absorbance at 21 0 

15 nm. 

There was no impurity fomied at ^ 0.1 % peak area vs. parent for any 
fomnulation in Table 1 1 . There was no sign of oystallizatlon in the fill under any 
condition based on microscopic examination. There was also no Indication of seal 
leakage. 

20 Disintegration times in water at ST-C were less than 1 5 min for Formulations 

A, B, and O after storage under accelerated conditions for 6 weeks. 

Fonnulation O softgels of Compound A manufactured by machine have been 
shown to be stable for 9 months under accelerated conditions. FomiulationM 
softgels of Compound D have been shown to be stable for 6 months under 

25 accelerated conditions. 
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Table 1 1 . Accelerated Stability data for selected formulations of Compound A 
in hand- filled soft gels 



5 



Test 


Assay of Rll 




Assay of Fill 


Potency 


Formulation 
# 


A 


B 


C 


E 


M 


O 


Initial 


100.6 ±0.6 


99.4 ±0.7 


101.3 ±0.8 


102.0 ±0.1 


101.6 ±02 


102.6 ±0.6 


1 Week 
5«C/75%RH 

30''C/60%RH 

40«C/75%RH 


101.8 ±0.8 
100.8 ±6.6 

101.4 ±0.5 


99.5 ±2.3 
98,8 ±0.6 

98.6 ±1.4 


99.1 ±0.4 
100.5 ±0.7 
99.7 ±0.5 


101 .5 ±0.4 
101.1 ±0.1 

102.6 ±0.1 






3 Week OR 
4 Week 

5W5%RH 
30«C/60%RH 
40<'C/75%RH 


* 

99.9 ±0.4 
100.7 ±0.8 
101.3 ±0.3 


♦ 

99.0 ±0.3 
98.4 ±0.7 
100.7 ±1.0 


99.3 ±1.0 
100.0 ±0.6 
101.8 ±0,5 


100.5 ±0.6 
99.9 + 0.5 
102.3 ±0.4 


100.6 ±0.5 
100.3 ±0.6 
102.9 ±0.6 


101.1 ±0.6 
101 .4 ±1.3 
101 .7 ±0.2 


6 Week 
5*C/75%RH 
30«C/60%RH 
AO-'C/ys^/oRH 


100.7 ±0,8 
100.4 ±0.8 
102.4 ±0.7 


100.7±0.1 
100.5± 0.4 
102.1 ±1.0 


98.4 ±0.3 
101.1 ±0.6 
102.5 ±0.4 


100.0 ±0.3 

101.1 ±0.2 
102.7 ±0.7 


101 .2 ±0.5 
101 ,6 ±0.6 
101.6 ±0.5 


101.9 ±0.2 
101.9±0.8 
101.9±0.9 



* 4 Week time point 



Example 12 

10 

Fills were prepared as described in above examfOes and then encapsulated 
in #00 hard gelatin capsules. Male Beagle dogs (n=6) between the ages of 2-5 and 
weighing 6-12 kg were dosed with capsules followed by 50 mL of water. Dogs were 
also dosed with 30 mgA Miglyol* 812 softgels and aqueous, crystalline drug 

15 suspension. The dogs were either fasted or fed just prior to dosing with 14 g of diy 
dog food and 8 gm olive oil. The same set of dogs were used for all fofmulations. 
except where indicated. Blood samples were obtained from the jugular vein of each 
dog at 0. 0.5, 1 .2, 3,4. 6. 8 and 12 hr and analyzed by acidifying the plasma. solkJ 
phase extraction, and analysis by LC/MS/MS with a tower limit of quantitation of 25 

20 ng/mL 
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The results, in Table 12a and 12b are shown in terms of Area Under the 
Curve (AUG), Cmax, the maximum concentration of drug nheasured in the plasma, 
and Tmax, the time in hours it took to reach Cmax. Unless othenwse indicated, 
results are for the fasted state. MIglyol® soflgels have a very low fasted exposure 
5 and thus a high food effect. The fasted exposure is higher than that for crystalline 
suspension, while the fed exposure using this high oil meal is the same. Thus 
Miglyol softgels provide a lower food effect than crystalline drug. At the same dose 
of 90 mgA, fomnulations such as A. O, and C that include surfactants and cosolvent 
have, much higher fasted exposures and only a ca. 3x food effect. The fed 
10 exposures are also higher than for Miglyol® 812 softgels and crystalline drug. 
Poorer fasted exposure was obtained for Formulation WW. which contains a high 
level of ethyl lactate as a cosolvent 

The transparent self-miaoemulsifying fomnulations EE and PP at a dose of 
30 mgA have a food effect of only 2.2-2.4. For the stable, monodisperse 
15 microemulsion Y there is a much higher fasted exposure at 30 mgA than for the self- 
emulsifying formulation O. The fasted exposure for Y was the same as the fed, i.e. 
there was no food effect 

Similar results wiere obtained for fomiulation M for Compound D (Table 1 2b) 
as were observed for the same fomiulation of Compound A. 
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Table 12a. Pharmacokinetic results of Compound A Fomiulations in dogs 



# 


Formulation 
Composition 
(v/v) 


n* 


Cone, 
(mg/ 
mL) 


Dose 
(mg) 


AUG 0- 12h 
(Mg*h/mL) 


Cmax 
(Mg/mL) 


Tmax 
(hr) 




Mialvol® 812 soft aels 
Fed 


4 


50 


90 


3.0 ±2.0 


0.77 ±0.48 


2.0 






D 


50 


90 


0.6 ±0.3 


0.2 ±0.14 


3.7 




wiyoiciiHric uruQ 
suspension in 
0.1%Polysorbate80/ 
0.5% methyl cellulose 


6* 


- 


90 


0.16±0.14 


0.04 ±0.11 


1.3 




Fed 


6 




90 


2.9 ±1.3 


0.98 ±0.53 


2.7 


A 


Miglyol® 812 /Propylene 
carbonate/ Vitamin E- 
TPGS/CapmuPMGM 
(20/20/20/40) 


6 


100 


90 


2.7 ±0.9 


0.67 ±0.17 


1.2 




Fed 


5 


100 


90 


9.6 ±3.4 


2.49 ±1.30 


1.4 


B 


Miglyd® 812 /Propylene 
carbonate/ Polysorbate 
80/Capmul®MCM 
(20/20/20/40) 


6 


100 


90 


2.3 ±0.5 


0.73 ±0.16 


1.8 


C 


Miglyo[®812 /propylene 

carbonate/ 

Vitamin E-TPGS/ 

Labrafil®M1944 

(20/20/20/40) 


5 


80 


90 


3.4 ±1.3 


1.2±041 


1.2 




Fed 


6 


80 


90 


9.3 ±3.5 


4.31±1.89 


1.0 


1 


Mialvol® 81 2 /Pronvlene 
carbonate/ Vitamin E- 
TPGS/Capmuf® MCM 
(20/30/20/30) 


6 


125 


90 


1.6 ±0.5 


0.61 ±0.27 


0.9 


J 


Mlglyol®812 /Propylene 
carbonate/ Vitamin E- 
TPGS (20/40/40) 


6 


125 


90 


2.0 ±0.8 


0.71 ±0.36 


1.7 


M 


Mfelyol®812/Triacetjn/ 
Cremophor®RH40/ 
Capmul®MCM 
(20/30/20/30) 


5 


100 


90 


2.6 ± 1.2 


0.73±026 


1.2 


0 


Miglyol®812/Triacetin/ 
Polysorbate 80/Capmul® 
MCM (20/30/20/30) 


6 


100 


90 


2.7±0.7 


0.97 ±0.36 


1.2 
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Fed 


4 


100 


90 


8.5 + 3.6 


2.7 ±1.0 


1.5 






6 


100 


30 


1.1 ±0.5 


0.37 ±0.22 


1,0 


Q 


Miglyol®812n'riacetin/ 
Vitamin E-TPGS/ 
Labrafil®M1944 
(10/40/20/30) 




100 


90 


2.9 ±0.8 


1.1 ±0.2 


1.0 


R 


Miglyol®812/Triacetin/ 
Cremophof^ RH40/ 
Caomul ®MCM 
(20/30/35/15) ■■ 


6 


100 


90 


2.8 ±1.2 


1.0 ±0.4 


1.0 






6 


50 


90 


4.0 ±1.3 


1.1 ±0.4 


1.5 


X 


Neoral®/propylene 
cart>ohate 


3 


50 


90 


2.4 ±1.9 


0.67 ±0.23 


J.3 


Y 


Miglyol®812n'nacetin/ 
Crenriophor®RH40/ 

npnmii! ®MPK)I 
^20/1 0/50/20) 


6 


50 


90 


4.6 ±1.4 


1.35 ±0.26 


1.7 








50 


30 


4.6 ±2.0 


1.32 ±0.60 


2.0 




Fed 


5 


SO 


30 


47 + 11 

X I.I 


.1 OA -U A 7 A 


1.0 


EE 


Mlglyo!®812/Triacetin/ 
Polysorbate 80/ 
Capmul ^CM 
(20/15/50/15) 


6 


50 


90 


2.7 ±1.5 


0.86 ±0.31 


1.3 




Fed 


5 


50 


30 


1.7 ±0.3 


0.64 ±0.21 


1.0 






6 


OU 


30 


3.8 ±1^ 


1.6 ±0.6 


1.0 


PP 


l\/ligfyol®812 /Triacetin/ 
Cremophor^ RH40/ 
Capmul ®MCM 
(17/13/39/31) 


5 


50 


30 


1.6 ±0.6 


0.61±0.18 


12 




Fed 


5 


50 


30 


3,8 ±0.8 


1.55±0.38 


1,4 


SS 


Triacetin/Cremophor* 
RH40 /Capmul* MCM 
(28/30/42) 


6 


75 


90 


1.9±1.7 


0.44 ±0.26 


1.3 




Fed 


4 


75 


90 


7,3+1.3 


1.8 ±0.5 


1.5 


WW 


Miglyol*812 /Ethyl 
lactate /Cremophor 
*RH40/Capmul»MCM 
Ml/50/29/10) 


5 


150 


90 


1.5±0.7 


0.54 ±0.17 


0.9 



* n < 6 due to emesis. 

** Due to emesis and outlier 

# Different set of dogs 
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Table 12b Phanmacokinetic results for Other Compounds in dogs 



Cmod 


Formulation 

I Ann f\ne itinn 

wUi iipuoiiiun 


n 


Cone. 
(mg/mL) 


Dose 
(mg) 


AUCO-tiast* 
(Mg*h/mL) 


Cmax 
(pg/mL) 


Tmax 
(hr) 


D* 


Miglyor812 

/Tiiacetin/ 

Cremophof^RH40/ 

Capmul®MCM 

(20/30/20/30^ 


3* 


100 


. 90 


3.45 ±0.96 


0.86+0.31 


1.7 






Fed 


4* 


100 


90 


4.84+1.23 


1J20±0.4i 


1.5 


E 


Miglyof* 
812n"riacetin/ 
Polysorbate 
80/Capmul®MCM 
(22/27^0/31) 


4** 


100 


60 


2.90 ±0.67 


0.20+0.14 


1.5 



5 * Emesis in 1 fasted dog (data not included) and in 4 fed dogs (included); dosed witli 
50 mL water. 

*• Emesis In 3 dogs (included), dosed with 10 mL water. Different set of doqs from 
ttwse receiving Compound D. 
Tlast = 24 hr for Compound D and 48 hr for Compound E 

10 



15 



20' 



25 



Example 13 : 

This example further illustrates the detemiination of equilibrium solubilities of 
CETP inhibitors in vehicles. For experimental methods, see Example 9. 

The solubility of crystalline CETP inhibitors in representative vehicles was 
determined by adding an excess of compound to the vehicle in question. The 
mixture was agitated by rotation over a period of days at ambient temperature until 
the concentration in solution had reached equilibrium as judged by similar 
measurements for consecutive time points. Concentrations were measured by 
filtration of aliquots vvith a PTFE syringe filter and assayed by HPLC. 

The concentrations of CETP Inhibitor in each vehicle were assayed at 
Interoals by dilution of aliquots Into acetonitrile and gradient HPLC analysis on a 
Water Symmetry C-8 column (3.9 x 150 mm. 5 micron) at 30 'C at a flow rate of 1 
mL/min. The mobile phase program was a 25 minute gradient from 100 % A to 50% 
A/50 % B (A = 400/300/300/0.8 v/v Dl H20/Acetonltrile/2-Propanol/Phosphoric Add 
and B = 2.Propanol). followed by a 5 minute hold at this condition and a 10 minute 
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gradient to the initial condition. The detection method was UV absorbance at 21 0 
nm. 

The results of the equilibrium solubility studies are given in Tables 13a-13c. 

5 . 

Table 13a. Equilibrium Solubilities of Compound A in Triglyceride/ surfactant(s) 





Solubility 
(mgA/ml) 


Vehicle 


CmpdA 






Miglyol® 81 2/Capmul® MCM (80/20) 


74 


Miglyol® 812/Capmul® MCM/Polysorbate 80 
(40/40/20) 


58 


Miglyol® 812/Capmul® MCM/Polysorbate 80 
(20/60/20) 


63 






Miglyor 812/Tagat'"T0 (80/20) 


58 


Miglyor 812/Labrafir M 1944 (80/20) 


59 


MiglyoP" 812/Labrafir M 2125 (80/20) 


57 


Miglyor 812/Ubrasor (80/20) 


69 


Mlglvor 812/Creinophor"' EL 80/20 


68 






Olive oil/Caomur MCM (80/20) 


23 






Table 13b. Equilibrium Solubilify of Compound A in Triglyceride/solvent 


Vehicle 


Solubility 
(mgA/ml) 


Miglyol® 81 2/triacetin (90/1 0)* 


106 


Miglyor 812/Peppemiint oil (90/10) 


79 


Miglyor 812/Peppennint oil (80/20) 


93 


Olive oil /Peppermint oil (90/10) 


25 



15 * Not completely misable 



20 



wo 03/000295 PCT/IB02/01571 

-141- 



Table 13c Equaibrium Solubility of Compound A in Migiyol/Solvent/surfactant 



Vehicle 

— • 


Solubility 
(mpA/ml) 






Migiyoi oii^/rropyiene carbonate/Cremophon EL 






108 




146 


00/25/20 


158 


40/40/20 


209 


O0/50/20 


228 






wiigiyoi t5i;i/tinyuactate/Cremophor'°'EL 






94 


/U/lO/20 


99 


65/15/20 


120 


bU/20/20 


143 


00/30/20 


196 


40/40/20 


221 


<50/50/20 


256 






Migiyoi ei ;d/ 1 nacetln/Cremophor'"' EL 




72/8/20 


94 


bo/1 5/20 


111 


60/20/20 


133 


50/30/20 


158 


40/40/20 


183 


30/50/20 








Migiyoi* 812/Peppennint Oil/Cremophoi^ EL (72/8/20) 


72 






IWIiglyol^ 812/EtOH/Cremoplior'' EL (76/4/20) 


89 






ri/liglyor 812/Ethyl lactate/TagafTO (72/8/20) 


87 


l^iglyor 812/Etiiyl lactate/Labrasor (72/8/20) 


98 


iVIiglyor 812/Propytene carbonate/Tagar TO (72/8/20) 


111 


Miglyo* 812/Propylene carbonate/Labrasor (72/8/20) 


116 







5 
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Example 14 : 

5 For CETP inhibitors where quantities were limited or the samples were 

amorphous solids, an estimate of solubliity was obtained by addition of vehide to a 
i<nown quantity of the compound and mixing in an ultrasonicator bath for 90 minutes, 
followed by ovennight equilibration at ambient temperature. Addition of vehicle 
repeated until a solution was achieved. From the total volume of vehicle added to 
1 0 solubilize the CETP inhibitor compound, the solubility value, or so-called 
microsolubilify, was calculated by the equation: 

Weight of sample (mgA) / vehicle volume (mL) = Microsolubility (mgA/mL) 

1 5 The microsolubility values for CETP inhibitors in various vehicles are given in Tables 
14a- 14c. 

Table 14a. Microsolubility Data for Crystalline Compounds 





Solubility 




(mg/mU 


Solvent 


Cmpd A 


CmpdB 


Crodamol* GTCC 


<75 


<20 


Miglyol®810 


<100 


Long chain triglycerides 


<75 


<100 


(soy. peanut, com. safRower, sesame) 






Cotton oil 


<75 




Olive oil 




<100 


Capmul* MCM 




<100 


PEG 400 




<100 


Crodamol® GTCC /Capmul® MCM/ Polysortrate 80 




<100 


(40/40/20) 






Linoleic add 


<60 




Incromega® TG2671 


<75 




propylene glycol 


<75 




Glycerin 


<75 




mineral oil 


<75 





lonnmrv ^wn nomvtooiuo i % 
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Table 14b. Microsolubilitles of amorphous compounds (mg/mL) 





GmpdF 


CmpdG 


CmpdH 


Cmpd 1 


Cmpd J 














Miglyor812 


<100 










Crodamor GTCC 






>300 


>20 


>100 


Com, Safflower. 
Soybean oils 






>300 


<20 


>100 


Peanut oil 








<20 


>100 


OIK/A oil 


oUo J 


>300 


>300 


<20 


>100 


Sesame oil 




>300 




<20 


>100 


Cremophor'^ EL 




>300 


<160 






CapmurMCM 






>300 


>20 


>100 


PEG 400 






<160 


<20 


50-100 


Com 

oil/Polysorbate 80 
(80/20) 








>20 




Com oil/Labrafil 
(80/20) 








<20 




Crodamor GTCC 
/C:apmul®MCM/ 
Polysorbate 80 
(40/40/20) 




>300 




>20 


>100 



5 Table 14c. Miaosolubillties of amorphous compounds (mg/mL) 





OHve oil 


Safflower oil 


Miglyor812 


CapmurMCM 












CmpdL 


<300 


>300 


>300 


>300 




<300 


<300 


>300 


>300 


Cmpd A 


>300 


>300 


>300 


>300 


CmpdN 


>300 


>300 


>300 


>300 


CmpdO 


<300 


<300 


>300 


>300 


CmpdP 


>300 


<300 


>300 


>300 


CmpdQ 


<300 


<300 


>300 


>300 



10 
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Example 15 : 

To 1.41 mL of Miglyol® 812, 0.471 mL of propylene carbonate and 0.471 mLof 
Cremophor® EL was added 900 mg of Compound E. The resulting mixture was 
5 stinred at ambient temperature for 20 minutes with scraping of the container walls as 
needed. It was then probe sonicated for 30 seconds with occasional mixing to 
completely dissolve the drug, and then stiaed for 20 minutes at ambient temperature. 
The amounts (in mg) of each component in the oil solution per gram of solution are set 
forth in Table 15. 

10 

Table 15 



Ingredient 


mg/g 


Compound E 


275 


Miglyor812 


406 


Propylene carbonate 


166 


Cremophoi*' EL 


153 



An emulsion was prepared by combining 1 volume of oil solution with an equal volume 
1 5 of de-ioni^ water. This mixture was stirred for 1 0 minutes and then vortex mixed for 
1 minute to yield an emulsion with an average particle size less than 10 microns. The 
emulsion is then stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 
examination was detected in the oil or emulsion after storage for 24 hr. 

20 

Example 16 : 

Capmul® MCM was heated to SS^'C and mixed, Cremophor* RH40 was also heated to 
65°C with stining. Then 2.70 g of triacetin, 2.7ig of Cremophor® RH40, and 3.60 g of 
25 Capmul® MCM were combined and mixed for 20 min. To this mixture was then added 
1.01 gm of Compound A and the resulting mixture stirred at ambient temperature for 3 
hours with scraping of walls as needed. The amounts (in mg) of each component in 
the fill per gram of fill are set forth in Table 16a. 
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Table 16a 



Ingredient 


ma/a 


CmpdA 


100 


Triaoetin 


270 


Cremophor'"' RH40 


270 


CapmurMCM 


360 



6 

Example 17 : 



To 495 mg of Miglyol® 812. 203 mg of propylene carbonate and 187 mg of 
Cremophor® EL was added 1 15 mg of Compound A. The resulting mixture was sfin^d 
10 at ambient temperature for 20 minutes with scraping of the container walls as needed. 
It was then probe sonicated for 3 minutes with occasional mixing to completely 
dissolve the drug, and then stined for 20 minutes at ambient temperature. The 
amounts (in mg) of each component in the oil solution per gram of solution are set 
forth in Table 17a. 



Table 17a 



Ingredient 


mg/g 


CmpdA 


115 


Miglyor812 


495 


Propylene cartjonate 


203 


Cremophor*"* EL 


187 



20 



25 



An emulsion was prepared by combining 1 volume of oil solution with an equal volume 
of dewonized water. This mixture was stined for 10 minutes and then vortex mixed for 
2 minutes. The emulsion had an average particle size of less than 10 microns. It was 
stirred continuously to maintain homogeneity. No chemical degradation based on 
HPLC analysis or crystallization based on microscopic examination was detected in 
the oil after storage for 8 days or the emulsion after storage for 24 hr. 
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Example 18 : 

To 764 mg of olive oil and 223 mg of Cremophoi^ EL was added 13 mg of Compound 
5 A. The resulting mixture was stinned at anribienttenriperature for 

scraping of container waits as needed. It was then probe sonicated for 3 minutes with 
occasional mixing to completely dissolve the dmg. The solution was then stirred for 20 
minutes at ambient temperature. The amounts (in mg) of each component in the oil 
solution per gram of solution are set forth in Table 1 8a. 

10 

Table 18a 



Ingrediient 


mg/g 


Compound A 


13 


Olive oil 


764 


Cremophor® EL 


223 



15 An emulsion was prepared by combining combining 1 volume of oil solution with an 
equal volume of de-ionized water. This mixture was stin*ed for 10 minutes and then 
vortex mixed for 2 minutes. The emulsion had an average particle size of less than 10 
microns- It was stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 

20 examination was detected in the oil after storage for 8 days or the emulsion after 
storage for 24 hr. 

Example 19 ; 

25 To 485 mg of Miglyol® 81 2, 1 99 mg of propylene carbonate and 1 83 mg of 

Cremophoi^ EL was added 133 hng of Compound D. The resulting mixture was stin"ed 
at ambient temperature for 20 minutes with scraping of container walls as needed. It 
was then probe sonicated for 3 minutes with occasional mixing to completely dissolve 
the drug. The solution was stinred for further stirred for 20 minutes at ambient 

30 temperature. The amounts (in mg) of each component in the oil solution per gram of 
solution are set fortii in Table 19 A. 
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Table 19A 



Ingredient 


mg/g 


Cmpd D 


133 


Migiyor812 


485 


Propylene carbonate 


199 


Cremophof*'EL 


183 



An emulsion was prepafBd by combining combining 1 volume of oil solution with an 
equal volume of de-ionized water. This mixture was sfin-ed for 10 minutes and then 
5 vortex mixed for 2 minutes. The emulsion had an average particle size of less than 10 
microns. It was stirred continuously to maintain homogeneity. No chemical 
degradation based on HPLC analysis or crystallization based on microscopic 
examination was detected in the oil after storage for 8 days or the emulsion after 
storage for 24 hr. 

10 

Example 20 : 

Chemical and physical stability for the fomiulation of Example 8 was determined for 30 
mgA Migtyoi® (#11 oblong) softgels stored In white HPDE bottles (child-resistant 
closures). After storage at 40^C/75%RH for 6 months there was no change in potency 
1 5 and no degradation was detected (pealc area < 0.05 % relative to parent) as 

detennined by HPLC analysis of the entire softgel. The appearance (color, shape, 
seal integrity) was undianged. and disintegration occuaed within 15 minutes in water 
(USP<701>). Softgels stored at 5^C and 25°C/60% RH were stable for 18 months. 

20 Example 21 : 

Either oils or prefomned emulsions of Compound A were administered to Sprague 
Dawley rats by oral gavage and the results are shown in Table 21a. Emulsions were 
prepared as indicated in Examples 17-19. Emulsions prepared from olive 
oil/surfactant provided the best results. The solubility and thus the accessible dose 
25 could be increased by using cosolvents (e.g. caprylic add and/or triacetin) or using a 
triglyceride wifli improved solubility (Miglyol® 812), but this did not provide any 
improvement in exposure over much lower doses in olive oil/Cremophot^ el. 
Administration of pre-fonned emulsions gave superior results to the oil, especially at 
higher dose volumes where mixing of phases an vivo may be less efficient 
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In cxintrast to the results in rats, emulsions in Miglyol® 812/Cremophor® EL yielded far 
superior results to olive oil/Cremophor® EL in cynomologous nr^onkeys (Table 21b), 
and much better results than for Miglyol® alone. Use of an emulsion prepared from 
5 crystalline (ethanolate) drug allowed comparible exposures to be achieved to those for 
more soluble amorphous drug in Miglyof alone. Excellent dose proportionality was 
also obtained. 

The need for the presence of a high concentratioaof the long chain triglyceride olive 
1 0 oil for efficient absoiption in the rat, but not the monkey, suggests that the lymphatic 
pathway plays a more important role for absorption of this drug in rats. An important 
rote for. lymphatic absorption for Compound A is consistent with its very high 
lipophilidty. 

15 Table 21a. PK results in rat for Compound A 



Dnjg 
Form 


Vehicle 


Dose 

(mg /kg) 


Cone, in 

oH 
(mg/mL) 


Vol. 
of oil 
(mg/kg) 


Cmax 
(ng/mL) 


AUC 

(0-Tlast) 

(ng- 

hr/mL) 


Ethanoi. 


Olive oil/ Cremophor® / 
water 40/10/50 


100 


20 


5 


6.2 


33* 


Ethanol. 


Miglyor/Cremophor^ 

ywater 

40/10/50 


500 


100 


5 


4.6 


18* 


Ethanoi. 


Olive oil/capryllc acid/ 

CremophorAvater 

10/30/10/50 


375 


75 


5 


4.1 


21' 


Ethanol. 


Olive oil/caprytlc 
add/triacetin/ 
Cremophor®/water 
10/15/15/10/50 


625 


125 


5 


4.8 


26* 


Ethanoi. 


OHve oil/ Cremophor® 
80^0 


100 


20 


5 


3.6 


45 


Ethanol. 


Mtglyor/GrBmophor*/ 
water 40/10/50 


100 


100 


1 


1.9 


23 


Ethanol. 


MiglyonCremophor'''/ 

0.5%HPMCAS 

40/10/50 


100 


100 


1 


1.6 


15 


Ethanol. 


Miglyor 


500 


100 


5 


2.1 


27 


Amorph. 


Olive dl 


300 


60 


5 


7.3 


50 
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* TIast = 9 hr. Otherwise, TIast = 24 hr. 

Amorph- = amorphous anhydrous 
Ethanol. = crystalline ethanolate 

HPMCAS=Hydroxpyropyl methyl cellulose acetate succinate 
Table 21b. PK results in monkeys for Compound A 



Form* Vehicle Dose Cone. Vol. 

InoB of oil 

(mg/kg) (mg/mL) (mg/kg) 


Cmax AUC 
(Mg/iTiL) (jig-hr/mL) 


Ethanol. MlglyoP/Cremophor'^/ 100 100 i 
water 40/10/50 (BID) 


1.6-2.3 24-29 


Ethanol. Miglyor/Cremophor^/ 50 so i 
water (BID) 
40/10/50 


0.8-1.1 13-15 


Ethanol. MiglyoH Gremophoi^/ 100 lOO " i 
water 40/1 0/50 


0.4-1.8 


Ethanol. Olive oil/Cremophor''/ 20 20 1 

water 40/10/50 

Ethanol. MiqivoP ' ^Joq ioo 1 


0.1,0.16 N.D. 
ca. 0.17 N.D. 


I Amorph. Mi^^ loo 100 i 

Amorph. - amorphous annyarous 
Ethanol. = crystalline ethanolate 

Examole 22: 

A.100nrigA/mLfill 


ca. 1.6 ca.29 



10 



15 



20 



25 



Capmul® MCM was heated to SS^C and mixed. Then 48.5 gm of Miglyol* 812. 72.8 
gm of triacetin. 48.5 gm of Polysorbate 80, and 72.8 gm of Capmul* MCM were 
combined. To this mixture was then added 25.0 gm Compound E and the resulting 
mixture stirred at ambient temperature for 10 minutes with scraping of walls as 
needed. The amounts (in mg) of each component in the fill per gram of fill are set 
forth in Table 22. The fill could be prepared on a larger scale for encapsulation into 
#10 oval softgels to provide a fill volume of 0.6 mL and a dose per softgel of 60 mgA. 



30 
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B. 200 mgA/mL fill 

Capmul® MCM was heated to 55*^0 and mixed. Then 650 mg of Miglyol® 812, 976 mg 
of triacetin. 650 mg of Polysorbate 80, and 976 mg of Capmul® MCM were combined 
and mixed for 10 min. To this mixture was then added 748 mg Compound E and the 
5 resulting mixture stimed at ambient temperature for 10 minutes with scraping of wall as 
needed. The amounts (in mg) of each component In the fill per gram of fill are set 
forth in Table 22. The fill could be prepared on a larger scale for encapsulation into 
#10 oval softgels to provide a fill volume of 0.6 mL and a dose per softgel of 120 mgA. 

10 Table 22 



Ingredient 


mi 


fi/g 




100 mgA/mL 


200 mgA/mL 


Compound E 


94 


184 


Miglyor812 


181 


163 


Triacetin 


272 


245 


Polysorbate 80 


181 


163 


CapmurMCM 


272 


245 
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What is daimed is: 

1. A composition comprising a CETP inhibitor and a lipophilic vehicle selected 
from digestible oils, lipophilic solvents, surfactants, and mixtures of any two or more 

6 thereof. 

2. A composition, comprising 
a CETP inhibitor, 
aco^olvent; . 

a high HLB surfactant; 
10 a low HLB surfactant; and 

optionally, a digestible oil. 

3. A composition as defined in daim 2. wherein said CETP inhibitor has an 
aqueous solubility less than 1 0 pg/mL 

4. A composition as defined in daim 2, wherein said co^olvent is selected 
15 from triacetin, propylene carbonate, transcutoi, ethyl lactate, triethyl citrate, N- 

methyl-2-pynrolidone, dimethylisosorbide and glycofurol. 

5. A composition as defined in daim 2. wherein said (high HLB) hydrophiiic 
surfactant is selected from polyoxyethylene 20 sorbitan monooleate (polysorbate 
80), polyoxyethylene 20 sorbitan monolaurate, polyethylene (40 or 60) 

20 hydrogenated castor oil. polyoxyethylene (35) castor oil. alpha tocopheryl 
polyethylene glycol 1000 sucdnate (Vitamin E TPGS), glyceryl PEG 8 
caprylate/caprate. PEG 32 glyceryl laurate. polyoxyethylene fatty acid estere, and 
polyoxyethylene fatty add ethers. 

6. A composition as defined in daim 2, wherein said (low HLB) lipophilic 
25 surfactant is selected from mono and diglycerides of capric and caprylic add, 

polyoxyethylene 6 apricot kemel oil. polyoxyethylene com oil, propylene glycol 
monolaurate, propylene glycol dicapiylate/caprate, polyglyceryl oieate, soribitan 
esters of fatty adds, and glyceryl monooleate. 

7. A composition as defined In daim 2. which is self-emulsHying and comprises 
30 the following amounts of components: 

1-50 % CETP inhibitor; 
5-60 % cosolvent; 
5 - 75 % high HLB surfactant; and 
5- 75 % low HLB surfactant. 
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10 



15 



20 



y 



8. A composition as defined in claim 1 , wherein said CETP infiibitor is selected 
from any of the following classes: 

(1 ) an oxy substituted 4-carboxyamino-2-methyl-1 ,2,3,4-tetrahydroquinoline 
having the Formula I 



or a pharmaceutically acceptable salt, enantiomer, or stereoisomer of said 
compound; 

wherein Rn is hydrogen. Y|, WpXi, WpYi; 

wherein Wi is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 

X, is -O-Y,. -S-Y,. -N(H)-Y, or .N-(Y,)2; 

wherein Y| for each occun-ence is independently 2i or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chiain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo. and said 
carbon chain is optionally mono-substituted with Zi; 

wherein 2| is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 
Independently from oxygen, sulfur and nitrogen, or, a blcydic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six memberBd 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 




R|-i 



Formula I 
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10 



15 



Wherein said 2, substltuent is optionally mono-, di- or tri-substituted 
independently with halo. (C2.C6)alkenyl. (d-Ce) alkyi, hydroxy. (C,-C6)alkoxy. (C,- 
C4)alkylthio, amino, nltro. cyano. oxo. carboxyl. (C,-C6)alkyIoxycarbonyl. mono-N- or 
di-N.N-(C,-C6)alkylamino wherein said (C,-Ce)alkyl substituent is optionally mono-, 
di- ortri^ubstituted independently with halo, hydroxy. (C,-C6)alkoxy. (C,-C4)alkylthto. 
amino, nltro. cyano. oxo. carboxyl. (CrC6)alkyloxycarbonyl. mono-N- or di-N.N.{C,- ' 
C6)alkylamino. said (Ci-C6)alkyl substituent is also optionally substituted with from 
one to nine fluorines: 
is hydrogen or Q; 

wherein Q, is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted Independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo. said sulfuris optionally 
mono- or di-substituted with oxo. said nitrogen is optionally mono-, or di-substituted 
with 0X0, and said carbon chain is optionally mono-substituted with V,; 

wherein V, is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicydic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently ftom nifrogen. sulfur and oxygen; 

wherein said V, substituent is optionally mono-, di-, tri-. or tetra-«ubstituted 
25 independently with halo. (C,-C6)alkyl. (CrC6)alkenyl, hydroxy. (Ci-C6)alkoxy. (C,- 
C4)alkylthip. amino, nitro. cyano. oxo, cartwmoyl. mono-N- or di-N,N-{C-C6) 
alkylcart>amoyl. cartjoxyl, (Ci-C6)alkyloxycart)onyl, mono-N- or di-N.N-(Cr 
C6)alkylamino wherein said (C,-C6)alkyl or (CrC6)alkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy. (C-C6)alkoxy. (C,- 
C4)alkylthio. amino, nitro. cyano, oxo, cartjoxyl. (C,-C6)aIkyloxycart)onyl. mono-N- or 
di-N,N-(C,-C6)a!kylamino, said (C,-C6)alkyl or (CrC6)alkenyl substituents are also 
optionally substituted with from one to nine fluorines; 
Ri^isQnorVM 



20 



30 
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wherein Qm is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or trl- 
5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substltuted 
with 0X0, and said carbon chain is optionally mono-substituted with 
Vm: 

10 wherein Vm is a partially saturated, fully saturated or fully unsaturated three 

to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said Vm substituent is optionally mono-, di-. tri-, or tetra-substituted 
independently with halo. (Ci-C6)alkyl, (Ci-C6)alkoxy. amino, nitro. cyano. (Ci- 

1 5 C6)alkyloxycarbonyl. mono-N- or di-N.N-(CrC6)alkylamino wherein said (Ci-C6)alkyl 
substituent is optionally mono-substituted with oxo. said (CrC6)alkyl substituent is 
also optionally substituted with from one to nine fluorines; 

wherein eitiier must contain V| or must contain V^; and 
Ri-6 . Rw • R|.7 and Rw are each independentiy hydrogen, hydroxy or oxy wherein 

20 said oxy is substituted witti T| or a partially saturated, fully saturated or fully 

unsaturated one to twelve membered sti^ight or branched carbon chain wherein the 
carbons, ottier Oian ttie connecting carbon, may optionally be replaced with one or 
two heteroatoms selected independentiy from oxygen, sulfur and nitrogen and said 
carbon is optionally mono-, di- ortii-substituted independentiy with halo, said carbon 

25 is optionally mono-substituted witii hydnsxy, said carbon is optionally mono- 
substituted witfi 0X0. said sulfur is optionally mono- or di-substituted with oxo, said 
nitrogen is optionally mono- or di-substituted witii oxo, and said carbon chain is 
optionally mono-substituted with Ti; 

wherein T, is a partially saturated, fully saturated or fully unsaturated three to 

30 eight membered ring optionally having one to four heteroatoms selected 

independentiy from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independentiy. optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
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wherein said T| substituent is optionally mono-, di- or tri-substituted independently 
with halo, (CrC6)alkyl, (C2-C6)alkenyl. hydroxy. (Ci-C6)alkoxy. (Ci-C4)alkylthio. 
amino, nitro, cyano, oxo, carboxy. (Ci-C6)alkyloxycarbonyl, mono-N- or di-N,N-(Ct- 
C6)alkyIamino wherein said (Ci-CQ)alkyl substituent is optionally mono-, di- or tri- 
5 substituted independently with hydroxy, {CrC6)alkoxy, (CrC4)alkylthio, amino, nitro, 
cyano, oxo, carbo)Qr, (Ci-C6)alkyloxycarbonyl. mono-N- ordi-N,N-(Ci-C6)alkylamino. 
said (Ci-C8)alkyl substituent Is also optionally substituted with from one to nine 
fluorines; 

(2) a 4-carboxyamino-2-methyl-1,2.3,4,.tetrahydroquinoline. having the 
10 Fomiula II 




Fomnula II 

15 

or a phanmaceutically acceptable salt, enanflomer, or stereoisomer of said 
compound; 

wherein Rin is hydrogen, Yh. WrXu, WrYii; 

wherein Wn is a carbonyl, thiocarbonyl. sulfinyl or sulfonyl; 

20 Xa is ^Yb. -S-Y„, -N(H)-Y„ or -N-CYnfe 

wherein Yn for each occurrence is independently Zh or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

25 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
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with 0X0. said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with Zh; 

Z» is a partially saturated, fully saturated or fully unsaturated three to twelve 
membered ring optionally having one to four heteroatoms selected Independently 
5 from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially 
saturated, fully saturated or fully unsaturated three to six membered rings, taken 
independently, optionally having one to four heteroatoms selected independently 
from nitrogen, sulfur and oxygen; 

wherein said Z,i substituent is optionally mono-, di- or tri-substituted 

10 independently with halo. (C2-C6)alkenyl, (d-Ce) alkyi, hydroxy. {Ci-C6)alkoxy, (Ci- 
C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (CrC6)alkyloxycarbonyl, mono-N- or 
di-N,NKCrC6)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, 
dl- or tri-subslituted independently with halo, hydroxy, (Ci-C6)alkoxy, (Ci-C4)alkylthio, 
amino, nitro. cyano, oxo, carboxy, {CrC6)alkyloxycarbonyl, mono-N- or di-N,N-(Cr 

1 5 C6)alkylamino, said (CrC6)alkyl is also optionally substituted wifli from one to nine 
fluorines; 

Rim is hydrogen or Qh; 

wherein Qh is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 

20 the connecting carbon, may optionally be replaced wVti one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said cart>on is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted wiUi oxo, said nitrogen is optionally mono- or di-subs;tituted 

25 with 0X0. and said carbon chain is optionally mono-substituted with Vh; 

wherein Vu is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independentiy from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated ttiree to six membered 

30 rings, taken independentiy, optionally having one to four heteroatoms selected 
independentiy from nitrogen, sulfur and oxygen; 

wherein said Vu substituent is optionally mono-, di-, tri-, or tetra-substituted 
independentiy with halo, (Ci-C6)alkyl, (C2-C6)alkenyl, hydroxy, (Ci-Cejalkoxy. (d- 
C4)alkylthlo, amino, nitro, cyano. oxo, carboxamoyi, mono-N- or di-N,N-(CrC6) 
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alkylcarboxamoyl, carboxy, (CrC6)aikylo)ycarbbnyl, mono-N- or di-N,N-{C,- 
C6)alkylamino wherein said (Ci-Ce)allcyl or (C2-C6)alkenyl subsfltuent is optionally 
mono-, di-ortri-substituted indeperKlentiy with hydroxy, (Ci-C6)alkoxy. (Ci- 
C4)alkylthfo, amino, nitro. cyanp. oxo, carboxy, (CrC6)alkyloxycarbonyl, mono-N- or 
5 di-lsi,N-(Ci-Ce)alkylamino or said (Ci-C6)alkyl or (CrC6)alkenyl substituents are 
optksnally substituted with fipom one to nine fluorines; 
Rim is QiM or Vim 

wherein C^, a fully saturated, partially urisaturated or fully unsaturated one to 
six membered straight or branched carbon chain wherein the carbons, other than the 

10 connecting carbon, may optionally be replaced with one heteroatom selected from 
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted 
indepehdently with halo, said carbon is optionally mono-substituted with hydroxy, 
said carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or 
di-substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, 

15 and said carbon chain is optionally mono-substituted witii Vu-i; 

wherein V,m is a partially saturated, fully saturated or fully unsaturated three 
to sb< membered ring optionally having one to two heteroatoms selected 
independenfly from oxygen, sulfur and nitrogen; 

wherein saki substituent is optionally mono-, dK tri-. or tetra-substituted 

20 Independentiy witii hato. (C,-C6)alkyl, (C,-C6)alkoxy, amino, niti-o. cyano, (C,- 

C8)alkytoxycart}onyl. mono-N- or di-N,N-(Ci-C6)alkylamino wherein said (Ci-C6)alkyl 
substituent is optionally mono-substituted witii oxo, said {Ci-C6)alkyl substituent is 
optionally substituted with from one to nine fluorines; 

wherein either must contain Vn or- must contain Vm; and 

25 Riw , R|M , R«.7and Rm are each independentiy hydrogen, a bond, nitifo or halo 
wherein said bond is subsfifcjted with To or a partially saturated, fully saturated or 
fiilly unsaturated (Ci-Cia) straight or branched carbon chain wherein carbon may 
optionally be replaced vi#> one or two heteroatoms selected independenfly from 
oxygen, sulfur and nitrogen wherein sakl carbon atoms are optionally mono-, di- or 

30 tri-substituted independently witti halo, said carbon is optionally mono-substitajted 
witii hydroxy, said carbon is optionally mono-substituted witii oxo, said sulfur is 
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di- 
substituted with 0X0, and said carbon is optionally mono-substituted witti Tb; 
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wherein Th is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or. a bicydic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
5 rings, taken independently, optionally having one to four heteroatoms selected 
Independently from nitrogen, sulfur and oxygen; 

wherein said Th substituent is optionally mono-, di- or tri-substituted 
independently with halo, (Ci-C6)alkyl, (CrC6)alkenyl, hydroxy, (Ci-C6)all^oxy. (d- 
C4)alkylthio. amino, nitro, cyano, oxo, carboxy. (CrC6)alkyloxycarbony!, mono-N- or 
10 di-N,N-(CrCQ)alkylamino wherein said (CrC6)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with hydroxy, (Ct-C6)alkoxy. (CrC4)alkylthio. 
amino; nitro. cyano, oxo, cart)oxy. (Ci-C6)aikyloxycarbonyl, mono-N- or di-N.N-(Ci- 
C6)alkylamino, said (Ci-C6)alkyl substituent is also optionally substituted with from 
one to nine fluorines; 

15 provided that at least one of substituents Ri,^, Rim, R«.7 and Rim is not hydrogen and 
Is not linked to the quinoline moiety through oxy; 

(3) an annulated 4-carboxyamino-2-methyl-1 ,2,3,4,-tetrahydroquinoline having 
the Formula III 



O 




20 



Formula III 

or a phamiaceutically acceptable salt, enantiomer, or stereoisomer of said 
25 compound; 

wherein Rum is hydrogen, Yw, Wu-Xm, WnpYm; 

wherein Wm is a carbonyl. thiocarbonyl, sulfinyl or sulfonyl; 

X,,, is -O-Yffl. -S-Y,,,. -N(H)-Y„i or -N-(Y„,)2; 
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Yiu for each occurrence Is independently Zm or a fully saturated, partially 
unsaturated or fully unsaturated one to ten membered straight or branched carbon 
chain wherein the carbons, other than the connecting carbon, may optionally be 
replaced with one or two heteroatoms selected independently from oxygen, sulfur 
5 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono^ubstltuted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur Is optionally mono- or di-substituted 
with 0X0, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain is optionally mono-substituted with Zm; 

1 0 wherein Z,,, is a partially saturated, fully saturated or fully unsaturated three to 

twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 

15 independently from nitrogen, sulfur and oxygen; 

wherein said Zm substituent is optionally mono-, di- or tri-substituted 
independently with halo, (C2-C6)alkenyl, (d-Ce) alkyi, hydroxy. (Ci-C8)alkoxy, (Ci- 
C4)alkylthlo. amino, nitro, cyano. oxo. carboxy, (CrC6)alkyloxycari3onyl. mono-N- or 
di-N.N-(Ci.C6)alkylamino wherein said (Ci-CejalkyI substituent is optionally mono-, 

20 di- or tri-substituted independently with halo, hydroxy, (Ci-C6)alkoxy, (Ci-C4)alkyIthio, 
amino, nitro, cyano. oxo, carboxy, {Ci-C6)alkylo)Qrcari3onyl, mono-N- or di-N,N-(Ci- 
C6)aIkylamino. said (C,.C6)alkyl optionally substituted with from one to nine fluorines; 
Riii^ is hydrogen or Qm; 

wherein Qm is a fully saturated, partially unsaturated or fully unsaturated one 

25 to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independently with halo, said cartDon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 

30 mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with 0X0, and said carbon chain is optionally mono-substituted with Vm; 

wherein V,„ is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
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f used partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatonns selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Vm substituent is optionally mono-, di*. tri-, or tetra-substituted 
5 independently with halo. (Ci-C6)alkyl, (C2-C6)alkenyl, hydroxy, (Ci-'C6)alkoxy, (d- 
C4)alkylthio, amino, nitro, cyano, oxo, cari30xamoyl, mono-N- or di-N,N-(Ci-C6) 
alkylcarboxamoyi, carboxy, (CrC6)alkyloxycarbonyl, mono-N- or di-N,N-(Ci- 
C6)alkylamino wherein said (CrC6)alkyl or (C2-C6)alkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy. {Ci-C6)alkoxy, (Ci- 
10 C4)alkylthio. amino, nitro. cyano, oxo. carboxy. (Ci-C6)alkyloxycarbonyl, mono-N- or 
di-N,N-(Ci-C6)alkylamino or said (CrC6)alkyl or (C2-C6)alkenyl are optionally 
substituted with from one to nine fluorines; 
Riiu is QiiM or 

wherein Qnn a fully saturated, partially unsaturated or fully unsaturated one 
15 to six membered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted independentiy witii halo, said carbon is optionally mono-substituted witti 
hydroxy, said carbon is optionally mono-substituted witti oxo, said sulfur is optionally 
20 mono- or di-substituted witii oxo, said nitrogen is optionally mono- or di-substituted 
with oxo, and said carbon chain is optionally mono-substituted with 
Vhh; 

wherein V,im is a partially saturated, fully saturated or fully unsaturated Uiree 
to six membered ring optionally having one to two heteroatoms selected 
25 independently from oxygen, sulfur and nitrogen; 

wherein said Vhm substituent is optionally mono-, di-, tri-. or tetra-substituted 
independentiy with halo, (Ci-C6)alkyl, (Ci-C6)aIkoxy, amino, nitro, cyano. (Ci- 
C6)alkyloxycarbonyl. mono-N- or di-N.N-(Ci-C6)alkylamino wherein said (Ci-C6)alkyl 
substituent is optionally mono-substituted with oxo, said {Ci-C6)alkyl substituent 
30 optionally having from one to nine fluorines; 

wherein either Rhw must contain Vm or Rjm must contain Vnn; and 
Rki^ and Rwi-e. or Rm^ and Rm.?, and/or Rjiu/and Rin^ are taken together and form at 
least one four to eight membered ring that is partially saturated or fully unsaturated 
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optlonally having one to three heteroatoms independently seiected-from nitrogen, 
sulfur and oxygen; 

wherein said ring or rings fonmed by R„wi and R„m,. or Rhw and Rui.7. and/or 
Rll^7and Rm^ are optionally mono-, di- ortri-sut>stituted independently with halo, {Ci- 
5 C6)alkyl, (C,-C4)ail<ylsulfonyl, (CrC6)alkenyl. hydroxy, (Ci-Cajalkoxy, (C,-C4)alkylthlo, 
amino, nitro. cyano, 0x0, cartjoxy. (C,-C8)alkyloxycari)onyl, mono-N- or di-N,N-(C,- 
C6)alI<ylamino wherein said (Ci-CB)all<yl substituent is optionally mono-, dj- or tri- 
substituted independently with hydroxy. (CrC6)alkoxy. (C,-C4)alkylthlo. amino, nitro. 
cyano, 0x0. carboxy. (Ci-C6)alkyloxycari3onyl, mono-N- or di-N,N-(C,-C6)alkylamlno, 
1 0 said (Ci-Ca)alkyl substituent optionally having from one to nine fluorines; 

provided that the R,n^ . Rbk . Riiu7 and/or R„m , as the case may be, that do 
not form at least one ring are each independently hydrogen, halo. (Ci-C6)alkoxy or 
(Ci-C6)alkyl. said (Ci-Ce)alkyl optionally having from one to nine fluorines; 

15 



(4) a 4-carboxyamino-2-substituted-1 A3,4.-tetrahydroquinoline. having the 
Formula IV 

20 




Formula IV 

25 and phamiaceutically acceptable salts, enantfomers. or stereoisomere of said 
compounds; 

wherein R^., Is hydrogen. Yw. Wiv-Xw or Ww-Yiv; 
virtierein Wiv is a carbonyl, thiocartjonyl, sulfinyl or sulfonyl; 



i 
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Xv Is -S-Y^,, -N(H)-Yn/ or -N-(Yn/)2; 

wherein Yiv for eadi occurrence is independently Ziv or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
5 be replaced with one or two heteroatoms selected independently from oxygen, sulfur 
and nitrogen and said carbon is optionally mono-, dl- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydro)^, said carbon is 
optionally mono-substituted with oxo. said sulfur is optionally mono- or di-substituted 
with 0X0, said nitrogen is optionally mono-, or di-substituted with oxo, and said 

10 carbon chain is optionally mono-substituted with Zrv; 

wherein ZW is a partially saturated, fully saturated or fully unsaturated three to 
eight rhembered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 

15 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Ziv substituent is optionally mono-, dl- or tri-substituted 
independently with halo, (CrC6)alkenyl. (C-Ce) alkyi, hydroxy, (CrC6)alkoxy, (Cr 
C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (Ci-C6)alkyloxycarbonyl, mono-N- or 

20 di-N,N-(Ci-<56)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, 
di- or tri-substituted independently with halo, hydroxy, (Ci-C6)alkoxy, (Ci-C4)alkylthio, 
amino, nitro. cyano, oxo, carboxy, (Ci-C6)alki^oxycarbonyl, mono-N- ordi-N,N-{Ci- 
C8)alkylamino, said (Ci-C6)alkyl substituent is also optionally substituted with from 
one to nine fluorines; 

25 Riv.2 is a partially saturated, fully saturated or fully unsaturated one to six membered 
straight or branched carbon chain wherein the carbons, other than the connecting 
carbon, may optionally be replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- or tri-substituted independently with halo, said carbon is 

30 optionally mono-substituted with oxo, said cart)on is optionally mono-substituted with 
hydroxy, said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is 
optionally mono- or di-substituted with oxo; or said Riv-a is a partially saturated, fully 
saturated or fully unsaturated three to seven membered ring optionally having one to 
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two heteroatoms selected independently fronn oxygen, sulfur and nitrogen, wherein 
said Riv.2 ring is optionally attached through (CrC4)alkyl; 

wherein said Rw-2 ring is optionally nfK)no-, di- or tri-substituted independently 
with halo, (C2-Ca)alkenyl, (Ci-Ce) alkyi, hydroxy. (CrC6)alkoxy, (Ci-C4)alkytthio. 
5 amino, nitro, cyano, oxo, cartwxy, (Ci-C6)alkyloxycari3onyl, mono-N- or di-N,N-(Ci- 
C6)alkylamino wherein said (Ci-C6)alkyl substltuent is optionally mono-, di- or tri- 
substituted independently with halo, hydroxy, (Ci-C6)alkoxy, (CrC4)alkyjthio, oxo or 
(CrC6)alkyloxycartDonyl; 

with the proviso that Riv.2 is not methyl; 

10 Riv^ is hydrogen or Qivi 

wherein Q,v is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 

1 5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo. said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted 
with 0X0, and said cariion chain is optionally mono-substituted with Viv; 

wherein Vr, is a partially saturated, fully saturated or fully unsaturated three 

20 to eight membered ring optionally having one to four heteroatoms selected 

independently from oxygen, sulfur and nitrogen, or a bicydic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
Independently from nitrogen, sulfur and oxygen; 

25 wherein said Viv substltuent is optionally mono-, di-, tri-, or tetra-substituted 

independently with halo. (Ci-C6)alkyl. (C2-C8)alkenyl. hydroxy, (CrC6)alkoxy, (Ci- 
C4)alkylthio. amino, nitro, cyano, oxo, cart)oxamoyl, mono-N- or di-N,N-(Ci-C6) 
alkylcarboxamoyl. carboxy. (Ci-C6)alkyloxycarbonyl, mono-N- or di-N,N-(Ci. 
C6)alkylamino wherein said (CrC6)alkyl or (CrC6)alkenyl substituent is optionally 

30 mono-, di- or tri-substituted independently with hydroxy, (Ci-C6)alkoxy, (Ci- 

C4)alkylthio. amino, nitro, cyano, oxo, carboxy. (Ci-C6)alkyloxycarbonyI. mono-N- or 
di-N,N-(Ci-C6)alkylamino, said (Ci-C6)alkyl or (CrC6)alkenyl substituents are also 
optionally substituted with from one to nine fluorines; 
Rjvut is Qiv-i or Viv-i; 
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wherein Qtv.i a fully saturated, partially unsaturated or fully unsaturated one 
to six nnembered straight or branched carbon chain wherein the carbons, other than 
the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
5 substituted independently with halo, said carbon is optionally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono- or dl-substituted 
with 0X0, and said carbon chain Is optionally mono-substituted with 
Viv-ii 

1 0 wherein Viv-i is a partially saturated, fully saturated or fully unsaturated three 

to six membered ring optionally having one to two heteroatoms selected 
independently from oxygen, sulfur and nitrogen; 

wherein said Viv,i substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo, (Ci-C6)alkyi, (Ci-C6)alkoxy, amino, nitro, cyano, {Ci- 

1 5 C6)alkyloxycarbonyl. mono-N- or di-N,N-(Ci-C6)alkylamino wherein said (Ci-C6)alkyl 
substituent is optionally mono-substituted with oxo, said (Ci-C6)alkyl substituent is 
also optionally substituted with from one to nine fluorines; 

wherein either Riv^ must contain Viv or Rrv^ must contain Vtv-r, 
Rrv-5 , Riv/^ . Riv-7and Riv^are each independently hydrogen, a bond, nitro or halo 

20 wherein said bond is substituted with Ttv or a partially saturated, fully saturated or 
fully unsaturated (C1-C12) straight or branched cartx)n chain wherein carbon, may 
optionally be replaced witii one or two heteroatoms selected independentiy fifom 
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or 
tri-substituted independently with halo, said carbon is optionally mono-substituted 

25 with hydroxy, said carbon is optionally mono-substituted witti 0x0, said sulfur is 
optionally mono- or di-substituted with 0x0, said nitrogen is optionally mono- or dl- 
substituted with 0x0, and said carbon is optionally mono-substituted with Tiv; 

wherein Tiv is a partially saturated, fully saturated or fully unsaturated tiiree 
to eight membered ring optionally having one to four heteroatoms selected 

30 independentiy from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 
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10 



15 



20 



25 



Wherein said substitueht is optionally mono-, di- or tri-substituted 
independently with halo. (C-Oalkyl. (CrC6)alkenyl. hydroxy. (C,-C6)alkoxy. (d- 
C4)alkylthlo, amino, nltro, cyano. oxo. carboxy, (C,-C6)alkyloxycart)onyl, mono-N- or 
dl-N.N-(C,-C6)alkylamino wherein said (C,-C6)alkyl substituent is optionally mono-, 
dl- or tri-substituted Independently with hydroxy. (C,-C6)alk6xy. (C,-C4)alkylthlo. 
amino, nitro. cyano. oxo, carboxy. (Ci-C6)alkyIoxycart)onyl. mono-N- ordi-N,N-(Ci- 
C6)alkylamino, said (C,-C6)alkyl substituent is also optionally substituted with from 
one to nine fluorines; and 

wherein R^,^ and R^^. or Rw^ and Rw.7, and/or Rw.7and R^^, may also be 
taken together and can fonn at least one four to eight membered ring that Is partially 
saturated or fully unsaturated optionally having one to three hetenaatoms 
independently selected from nitrogen, sulfur and oxygen; 

wherein said ring or rings formed by R^^ and R^^. or R,v-6 and R^/.7. and/or 
Riv-yand Riv^ are optionally mono-, di- or tri-substituted independently with halo, (C,- 
Ce)alkyl, (C,-C4)alkylsulfonyl, (CrC6)alkenyl. hydroxy. (C,-C6)alkoxy. (C,-C4)alkylthio. 
amino, nitro. cyano, 0x0, carboxy, (C,-C6)alkyloxycari3onyl, mono-N- or di-N,N-(Ci- 
C6)aIkylamino wherein said (Ci-C6)alky! substituisnt is optionally mono-, di- or tri- 
substituted independently with hydroxy, (Ci-C6)alkoxy, (Ci-C4)alkylthio. amino, nitro, 
cyano, 0x0. carboxy, (C-C6)alkyIoxycaibonyl, mono-N- or di-N.N-(C-C8)alkylamino. 
said (C,-C6)aikyl substituent is also opttonally substituted with from one to nine 
fluorines; 

with the proviso that when Rw^ is cartjoxyl or (Ci-C4)alkylcafboxyl, then R^., 
Is not hydrogen; 

(5) a 4-amlno substltuted-2-substituted-1 .2.3.4.-tetrahydroquinoline. having the 
Formula V 




Rv-8 '^-1 



Formula V 
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or a pharmaceutically acceptable salt, enantiomer. or stereoisomers of said 
compound; 

wherein Rv-i is Yy, Wv-Xv or Wv-Yv; 
wherein Wv is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 
5 Xvis-0-Yv,-S-Yv,-N(H)-Yvor-N-(Yv)2; 

wherein Yv for each occurrence is independently Zv or a fully saturated, 
partially unsaturated or fully unsaturated one to ten membered straight or branched 
carbon chain wherein the carbons, other than the connecting carbon, may optionally 
be replaced with one or two heteroatoms selected independently from oxygen, sulfur 

10 and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently 
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted 
with .oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said 
carbon chain IS optionally mono-substituted with Zv; 

1 5 wherein Zv is a partially saturated, fully saturated or fully unsaturated three to 

eight membered ring optionally having one to four heteroatoms selected 
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisfing of two 
fused partially saturated, fully saturated or fully unsaturated three to six memberad 
rings, taken independently, optionally having one to four heteroatoms selected 

20 independently from nitrogen, sulfur and oxygen; 

wherein said Zv substituent is optionally mono-, di- or tri-substituted 
independently with halo. (CrC6)alkenyl. (Ci-Ce) alkyi, hydroxy. (Ci-C6)alkoxy. (Ci- 
C4)alkylthio. amino, nitro, cyano, oxo, cartK)xy, (Ci-C6)alkyloxycarbonyI, mono-N- or 
di-N.N-(CrC6)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, 

25 di- or tri-substituted independently with halo, hydroxy, (CrC6)alkoxy, (Ci-C4)alkylthio. 
amino, nitro, cyano. oxo, carboxy, (Ci-C6)alkyloxycarbonyl. mono-N- ordi-N,N-(Cr 
C6)alkylamino, said (CrC6)alkyl substituent is also optionally substituted with from 
one to nine fluorines; 

Rv-2 is a partially saturated, fully saturated or fully unsaturated one to six 

30 membered straight or branched cartDon chain wherein the cariDons. other than the 
connecting carbon, may optionally be replaced with one or two heteroatoms selected 
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are 
optionally mono-, di- or tri-substituted independently with halo, said cariDon is 
optionally mono-substituted with oxo, said carbon is optionally mono-substituted with 
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hydroxy. said sulfur is optionally mono- or di-substituted with oxo. said nitrogen is 
optionally mono- or di-substituted with oxo; or said Rv-2 is a partially saturated, fully 
saturated or fully unsaturated three to seven membered ring optionally having one to 
two heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein 
5 said Rv^ ring is optionally attached through (Ci-C4)alkyl; 

wherein said Rv^ ring is optionally mono-, di- or tri-substituted independently 
with halo, (CrC6)alkehyI, (Ci-Ce) alkyl. hydroxy. (Ci-C6)alkoxy. (CrC4)alkylthio. 
amino, nitro, cyano, oxo. carbo)y, (Ci-C6)alkylo)ycarbonyl. mono-N-ordi-N,N-{Cr 
C6)alkylamino wherein said (Ci-C6)alkyl substituent is optionally mono-, dl- or tri- 

10 substituted independently with halo, hydroxy, (Ci-C6)alkoxy, (C,^4)alkylthlo. oxo or 
(CrCejalkyloxycarbonyl; 
Rv^ is* hydrogen or Qv; 

wherein Qv is a fully saturated, partially unsaturated or fully unsaturated one 
to six membered straight or branched carbon chain wherein the carbons, other than 

15 the connecting carbon, may optionally be replaced with one heteroatom selected 
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri- 
substituted Independently with halo, said carbon is opttonally mono-substituted with 
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally 
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted 

20 with 0X0, and said carbon chain is optionally mono-substituted with Vv; 

wherein Vv is a partially saturated, fully saturated or fully unsaturated three to 
eight membered ring optionally having one to four heteroatoms selected 
Independently from oxygen, sulfur and nitrogen, or a blcydic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 

25 rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Vv substituent is optionally mono-, di-, tri-, or tetra-substituted 
independently with halo. (Ci-C6)alkyl, (C2-C6)alkenyl. hydroxy. (Ci-Ce)aIkoxy, (Ci- 
C4)alkylthio, amino, nitro, cyano, oxo, cart^oxamoyl. mono-N- or di-N,N-(C,-C6) 

30 alkylcarboxamoyl. carboxy, (Ci-C6)alkyloxycarbonyl, mono-N- or di-N.N-(Ci- 

C6)alkylamino wherein said (CrC6)alkyl or (C2-C6)alkenyl substituent is optionally 
mono-, di- or tri-substituted independently with hydroxy, (Ci-C6)alkoxy. (Ci- 
C4)alkylthio, amino, nitro, cyano. oxo, carboxy. (Ci-C6)alkyloxycarbonyl, mono-N- or 
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cll-N.N-(Ci-C6)alkylamino, said (CrC6)alkyl or (CrC6)alkenyl substituents are also 

optionally substituted with from one to nine fluorines; 

Rv^ is cyano, formyl, Wv-iQv-i, Wv-iVv.i. (CrC4)alkyleneVv.i or Vv-a; 

wherein Wv.i is carbonyl, thiocarbonyl, SO or SO2. 
5 wherein Qv-i a fully saturated, partially unsaturated or fully unsaturated one 

to six membered straight or branched carbon chain wherein the carbons may 
optionally be replaced with one heteroatom selected from oxygen, sulfur and 
nitrogen and said carbon Is optionally mono-, di- or tri-substituted independently with 
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is 
1 0 optionally mono-substituted with 0x0, said sulfur is optionally mono- or di-substituted 
vwth 0x0, said nitrogen is optionally mono-, or di-substituted with 0x0, and said 
cartxjn' chain is optionally mono-substituted with Vv-i; 

wherein Vy-i is a partially saturated, fully saturated or fully unsaturated three 
to six membered ring optionally having one to two heteroatoms selected 
1 5 independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two 
fused partially saturated, fully saturated or fully unsaturated three to six membered 
rings, taken independently, optionally having one to four heteroatoms selected 
independently from nitrogen, sulfur and oxygen; 

wherein said Vv-i substituent is optionally mono-, di-, tri-, or tetra-substituted 
20 independently with halo. (CrC6)alkyl, (Ci-C6)alkoxy, hydroxy, 0x0. amino, nitro. 
cyano, (Ci-C6)alkyloxycarbonyl, mono-N- or dl-N.N-(CrC6)alkylamino wherein said 
(CrC6)alkyl substituent is optionally mono-substituted with 0x0, said (Ci-C6)alkyl 
substituent is also optionally substituted with from one to nine fluorines; 

wherein Vv-2 is a partially saturated, fully saturated or fully unsaturated five to 
25 seven membered ring containing one to four heteroatoms selected independently 
from oxygen, sulfur and nitrogen; 

wherein said Vv.2 substituent is optionally mono-, di- or tri-substituted 
independently with halo, (Ci.C2)alkyl, (Ci-C2)alkoxy, hydroxy, or 0x0 wherein said 
(Ci-C2)alkyl optionally has from one to five fluorines; and 
30 wherein Rv-* does not include oxycartjonyl linked directly to the C"* nitrogen; 

wherein either Rv^ must contain Vv or Rv-4 must contain Vv-i; 

Rv-5 . Rv^ , Rv-7 and Rv^ are independently hydrogen, a bond, nitro or halo 
wherein said bond is substituted with Tv or a partially saturated, fully saturated or 
fully unsaturated (C1-C12) straight or branched carbon chain wherein carbon may 
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optionally be replaced with one or two heteroatortis selected independently from 
oxygen, sulfur and nitrogen, wherein said cartjon atoms are optionally mono-, dl or 
tri-substituted independently with halo, said carbon is optionally mono-substituted 
with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is 
5 optionally mono- or di-substltuted with oxo, said nitrogen is Optionally mono- or di- 
substituted with oxo, and said cartJon chain is optionally mona«ubs«tuted with Tv; 

wherein Tv is a partially saturated, fully saturated or fully unsaturated three to 
twelve membered ring optionally having one to four heteroatoms setected 
independentiy from oxygen, sulfur and nitrogen, ora bicydic ring consisting of two 

1 0 fused partially saturated, fully saturated or fully unsaturated ttiree to six membered 
rings, taken independentiy. optionally having one to four heteroatoms selected 
independentiy from nitrogen, sulfur and oxygen; 

wherein said Tv substituent is optionally mono-, di- or tri-substituted 
independentiy witti halo. {Ci-C6)a!kyl. (C2-C6)alkenyl. hydroxy. (Ci-C6)alkoxy. (Ci- 

1 5 C4)alkylttiio. amino, nitro. cyano. oxo. carboxy. (C,-C6)alkyloxycarbonyl. mono-N- or 
di-N,N-(Ci-C6)alkylamino wherein said (C,-Ce)alkyl substituent is optionally mono-, 
di- or tri-substituted Independentiy witii hydroxy. (Ci-C6)alkoxy. (Ci-C4)alkyltiiio. 
amino, nItro. cyano, oxo. carboxy. (Ci-C6)alkyloxycarbonyl. mono-N- or di-N.N-(C,- 
Ce)alkylamino, said (C-Ct)a\ky\ substituent also optionally has from one to nine 

20 fluorines: 

wherein Rv^ and Rv^, or Rv< and Rv-z, and/or Rv.7and Rv^ may also be 
taken togettier and can form at least one ring ttiat is a partially saturated or fully 
unsaturated four to eight membered ring optionally having one to three heteroatoms 
Independentiy setected frohfi nitrogen, sulfur and oxygen; 

25 wherein said rings fornied by Rv^ and Rv^, or Rv^, and Rv-7, and/or Rv-yand Rv^ are 
optionally mono-, dl- or tri-substituted independentiy with halo. (Ci-C6)alkyl, (C,- 
C4)alkylsulfonyl, (C2-C6)alkenyl. hydroxy, (C,-C6)alkoxy, (C,-C4)alkylthio, amino, 
nitro. cyano. oxo. cariwxy, (Ci-C6)alkyloxycartjonyl. mbno-isi- or dl-N,N-(Ci- 
C6)alkylamino wherein said (C,-Ce)alkyl substituent is optionally mono-, di- or tri- 

30 substituted independentiy witti hydroxy. (Ci-C6)alkoxy. (CrC4)alkyfthio. amino, nitix). 
cyano. oxo. carboxy. (Ci-C6)alkyloxycarbonyl. mono-N- or di-N.N-(Ci-C6)alkylamlno. 
said (Ci-C6)alkyl substituent also optionally has from one to nine fluorines; 
(6) a cydoalkano-pyridine having tiie Fonnula VI 
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FormulaVI 

or a pharmaceutically acceptable salt, enantiomer, or stereoisomer of said 
compounds; 
5 in which 

Avi denotes an aryl containing 6 to 10 carbon atoms, which is optionally . 
substituted with up to five identical or different substituents in tlie form of a halogen, 
nitro, hydroxy!, trifluoromethyl, trifluoromethoxy or a straight-chain or branched alkyl. 
acyl, hydroxyalkyi or aikoxy containing up to 7 carbon atoms each, or in the form of 
10 a group according to the fomriula -BNRvwRvi^, wherein 

Rvw and Rvr are Identical or different and denote a hydrogen, phenyl or a 
straight-chain or branched alkyl containing up to 6 carbon atoms, 

Dvi denotes an aryl containing 6 to 10 carbon atoms, which is optionally 
substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a 
1 5 radical according to the fonnula Rv^Lvr . 




or Rvi.g-TvrVvi-Xvi, wherein 

20 Rvj-5i Rvw and Rvi^ denote, independently from one another, a cycloalkyi 

containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to 
7-membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or 
tricyclic heterocyde containing up to 4 heteroatoms from the series of S, N and/or O, 
wherein the rings are optionally substituted, in the case of the nitrogen-containing 

25 rings also via the N function, with up to five identical or different substituents in the 
fomi of a halogen, trifluoromethyl, nitro, hydroxyl, cyano, carboxyl, trifluorometho)Q^. 
a straight-chain or branched acyl, alkyl. alkylthio, alkylalkoxy, aikoxy or 
alkoxycari3onyl containing up to 6 carbon atoms eadi, an aryl or trifluoromethyl- 
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substituted aryl containing 6 to 10 carbon atoms each, or an optionally benzo- 
condensed. aromatic 5- to 7-membered heterocycle containing up to 3 heteoatoms 
from the series of S, N and/or O, and/or in the fonn of a group according to the 
fonnuia BORNrt.,o. -SRvm. -SOaRvMj or BNRvm3Rvh4. wherein 
5 Rvno. Rvm and Rvm2 denote, independently from one another, an aryl 

containing 6 to 1 0 carbon atoms, which Is In turn substituted with up to two identical 
or different substituents in the form of a phenyl, halogen era straight-chain or 
branched alkyi containing up to 6 carbon atoms, 

RvM3 and Rvm* are Identical or different and have the meaning of Rvw and 
10 Rvm given above, or 

Rvm and/or RvM denote a radical acconling to the fomiula 



15 



/ or irni 



Rvt7 denotes a hydrogen or halogen, and . 
Rvm denotes a hydrogen, halogen, azkk), trifluoromethyl, hydroxyl. 
trifluoromethoxy, a straight-chain or branched alkoxy or alkyI containing up to 6 
carbon atoms each, or a radical according to the fomuila 

-NRvMsRvi-IBi 

wrtierein 

Rvi-15 and Rvhs are identical or different and have the meaning of Rv^ and 
20 Rvm given above, or 

Rvi.7 and Rvm together fonn a radteai according to the formula =0 or =NRvi.i7. 
wherein 

Rvi-17 denotes a hydrogen or a straight-chain or branched alkyI, alkoxy or acyl 
containing up to 6 carbon atoms each, 

25 Lvi denotes a straight-chain or branched alkylene or alkenylene chain 

containing up to 8 carbon atoms each, which are optionally substituted with up to 
two hydroxyl groups, 

Tvi and Xvi are identical or different and denote a straight-chain or branched 
alkylene chain containing up to 8 carbon atoms, or 
30 Tvi or Xvi denotes a bond. 

Vw denotes an oxygen or sulfur atom or an ENRvna group, wherein 
Rvi-ia denotes a hydrogen or a straight-chain or branched alkyI containing up 
to 6 carbon atoms or a phenyl, 
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Evi denotes a cycioalkyi containing 3 to 8 carbon atoms, or a straiglit-chain or 
branched alky! containing up to 8 carbon atoms, which is optionally substituted witii 
a cydoallQ^ containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which Is 
optionally substituted with a halogen or trifluoromethyl, . 
5 RvM and Rvi.2 together forni a straight-chain or branched alkylene chain 

containing up to 7 carbon atoms, which must be substituted witii a carbonyl group 
and/or a radical according to the fonmula 

OH 

(CH2)3— CH^ _ 

0 0 ^'^1 r V . ^^'^ or 1.2^ {CRv,.2oRvi-2i)b 

\y ' ' ' 

10 wherein 

a and b are identical or different and denote a number equaling 1, 2 or 3, 
Rvi-19 denotes a hydrogen atom, a cydoalkyl containing 3 to 7 carbon atoms, 
a straight^diain or branched silylaikyi containing up to 8 carbon atoms, or a straight- 
chain or branched alkyi containing up to 8 carbon atoms, which is optionally 
15 substituted wttti a hydroxyl, a straight-chain or a branched alkoxy containing up to 6 
carbon atoms or a phenyl, which may in turn be substituted witii a halogen, nitirOi 
trifluorometiiyl, trifluoromethoxy or phenyl ortetrazole-substituted phenyl, and an 
alkyI that is optionally substituted witii a group according to the fomriula BORvi.22, 
wherein 

20 Rv].22 denotes a straight-chain or branched acyl containing up to 4 cartx)n 

atoms or benzyl, or 

Rvn9 denotes a straight-chain or branched acyl containing up to 20 carbon 
atoms or benzoyl, which is optionally substituted with a halogen, trifluorometiiyl, nitro 
or trifluoromethoxy, or a straight-chain or branched fluoroacyl containing up to 8 
25 carbon atoms, 

Rvi.2o and Rvi.21 are identical or different and denote a hydrogen, phenyl or a 
straight-chain or branched alkyI containing up to 6 carbon atoms, or 

Rvi.20 and Ryfl.21 together fonii a 3- to 6-membered carbocydic ring, and a tine 
carbo(^clic rings fontied are optionally substituted, optionally also geminally, with up 
30 to six Identical or different substituents In Oie fonm of tiifluoromethyl. hydroxyl, nitrite, 
halogen, carboxyl, nitro. aado, cyano, cydoalkyi or cydoalkyloxy containing 3 to 7 
carbon atoms each, a staBight-chain or branched aiko)^carbonyl, alkoxy or alkyltiiio 
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containing up to 6 carbon atoms each, or a straight-chain or branched alkyi 
containing up to 6 carbon atonre. which is In turn substituted with up to two identical 
or different substltuents in the fomi of a hydroxyl. benzytexy, trffliioromelhyl, benzoyl, 
a straight-chain or branched allcoxy, oxyacyl or carboxyl containing up to 4 carbon 
5 atoms each and/or a phenyl, which may in tum be substituted with a halogen. 

trifluoromethyl or trifluoromethoxy. and/or the carbocycilc rings fomied are optionally 
substituted, also geminally, with up to five Identical or different substltuents In the 
form of a phenyl, benzoyl, thiophenyl or sulfonylbenzyl. which in tum are optionally 
substituted with a halogen, trifluoromethyl. trifluoromethoxy or nitro. and/or optionally 
10 in the form of a radical according to the formula 

1,2 ^^(^^2)c\ • 

I 

-SOz-CeHs. -(C0)dNRvw3Rv^a« or =0. 

wherein 

0 is a number equaling 1, 2, 3 or 4, 
15 d Is a number equaling 0 or 1, 

RvMs and Rvm4 are identical or different and denote a hydrogen, cydbalkyl 
containing 3 to 6 carton atoms, a straight-chain or branched aikyi containing up to 6 
carijon atoms, benzyl or phenyl, which is optionally substituted v4th up to two 
identical or different substituents in the fomi of halogen, trifluoromethyl, cyano. 
20 phenyl or nitro. and/or the cartjocyclic rings fonned are optionally substituted with a 
spiro-linlced radical according to the formula 



< 




wherein 

Wvi denotes either an oxygen atom or a sulfur atom. 
25 Yvi and Y=vi together fonm a 2- to 6-membered straight-chain or branched 

alkylene chain, 

e Is a number equaling 1 . 2, 3. 4, 5. 6 or 7, 
f is a number equaling 1 or 2, 
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Rvi-25» Rvi-28i Rvi-27. Rvi-2at Rvt-29i Rvi-30 and Rvwi are identical or different and 
denote a hydrogen, trifluoromethyl, phenyl, halogen or a straight-chain or branched 
alkyi or alkoxy containing up to 6 carbon atoms each, or 

Rvi-25 and Rvi.26 or R\^27 and R\/^2b each together denote a straight-chain or 
5 branched alky! chain containing up to 6 carbon atoms or 

Rvi-25 and Rvi.26 or Rvi.27 and Rv(.28 each together form a radical according to 
the formula 

W^— CH, 
W^— (CH,), 

wherein 

10 • Wvi has the meaning given above, 

g is a niimber equaling 1 , 2, 3, 4, 5, 6 or 7, 

RvN32 and Rvi-33 together forni a 3- to 7-membered heterocycle, which 
contains an oxygen or sulfur atom or a group according to the fonnula SO, SO2 or 
BNRv^, wherein 

15 Rv^34 denotes a hydrogen atom, a phenyl, benzyl, or a straight-chain or 

branched alkyI containing up to 4 carbon atoms, and salts and N oxides thereof, with 
the exception of 5(6H)-quinolones, 3-ben2Xfyl-7,8-dihydro-2,7J.trimethyl-4-phenyl; 
(7) a substituted-pyridine having the Fonnula VII 



20 




Fonnula VII 

or a phannaceutically acceptable salt or tautomer thereof, 
wherein 

Rvn-2 and Rviw are independently selected from the group consisting of 
25 hydrogen, hydroxy. alkyI, fluorinated alkyl. fluorinated aralkyl. chlorofluorinated alkyI, 
cycloalkyi, heterocyclyl. aryl. heteroaryl, alkoxy. alkoxyalkyl. and alkoxycarbonyl; 
provided that at least one of Rv„.2 and Rvu^ is fluorinated alkyl, chlorofluorinated alkyl 
or alkoxyalkyl; 
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RviM is selected from the group consisting of hydroxy, ariiido, arylcarbonyl, 
heteroarylcarbonyl. hydroxymethyl 
-CHO, 

-CO2RV11.7. Wherein RvH.7 is selected from the group consisting of hydrogen, alkyi and 
5 cyanoalkyl; and 

C RviM6a 

H 

wherein Rvinsa is selected from the group consisting of hydrojQr. hydrogen, 
halogen, alkylthio, ali<enylthio, alkynylthio, arylthio, heteroarylthio, heterocydylthio. 
alkoxy.alkenoxy. alkynoxy, aryloxy. heteroaryloxy and heterocyclyloxy, and 
10 RviMfia is selected from the group consisting of alkyI, haloalkyi, alkenyl, 

haloalkenyl, alkynyl. haloalkynyl, aryl, heteroaryl. and heterocydyl. arylalkoxy. 
trialkylsilyloxy; 

RviM is selected from the group consisting of hydrogen, hydroxy, halogen, 
alkyl. alkenyl, alkynyl. cycloalkyl. cydoalkenyl. haloalkyi, haloalkenyl. hatoalkynyl. 

15 aryl. heteroaryl, heterocydyl. cydoalkylalkyl. cydoalkenylalkyl. aralkyi, 

heteroarylalkyl. heterocyclylalkyl. cyddalkylalkenyl. cydoalkenylalkenyl. aralkenyl, 
hetereoarylalkenyl, heterocydylalkenyl, alkoxy. alkenoxy, alkynoxy, aryloxy. 
heteroaiyloxy, heterocyclyloxy. alkanoyloxy. alkenoyloxy. alkynoyloxy, aryloyloxy. 
heteroaroytoxy. heterocydyloyloxy. alkoxycarbonyl, alkenoxycarbonyl, 

20 alkynoxycarbonyl. arytoxycartjonyl. heteroaiyloxycarbonyl. heterocydyloxycarbonyl. 
thio, alkylthio. alkenyllhio. alkynylthto. arylthio. heteroaryHhfo. heterocydylthio. 
cydoalkylthfo, cyctoalkenylthfo. alkylthkjalkyl. alkenylthioalkyl. alkynylthloalkyi, 
arylthloalkyl. heteroarylthloalkyi, heterocydylthioalky!. alkylthloalkenyl, 
alkenylthioalkenyl. alkynytthioalkenyf, arylthioalkenyl, heleroaiylthloalkenyl. 

25 heterocydythioalkenyl. alkylamino. alkenylamlno, alkynylamino. arylamino, 
heteroarylamino. heterocyclylamino, aryldialkylamino. diarylamino. 
diheteroarylamino.alkylarylamino. alkyIhetBroaiylamino.arylheteroarylamino, 
trialkylsilyl. trialkenylsilyl. triarylsilyl, 

-C0(0)N(Rv,^8aRviMb), wherein Rvi„a and Rviwb are Independently seleded from the 
30 group consisting of alkyl. alkenyl. alkynyl. aryl. heteroaryl and heterocydyl, 

-SOaRviM. wherein Ryiw is selected from the group consisting of hydroxy, alkyl. 
alkenyl. alkynyl. aryl. hetenaaryl and heterocydyl. -OP(0)(ORv,Moa) (ORvn.,ob). 
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wherein Rvinoaand RviHob are independently selected from the group consisting of 
hydrogen, hydroxy, alkyi, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl, and - 
OP(S) (ORviHia) (ORviMib). wherein Rvima arid Rvinib are independently selected 
from the group consisting of alkyi, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl; 
5 Rvu^ is selected from the group consisting of hydrogen, hydroxy, halogen, 

alkyI, alkenyl, alkynyl. cycloalkyi, cycloalkenyl, haloalkyi, haloalkenyl, haloalkynyl, 
aryl, heteroaryl, heterocydyl, alkoxy, alkenoxy. alkynoxy. aryloxy, heteroaryloxy, 
heterocydyloxy, alkylcarbonyloxyalkyi, alkenylcarbonyloxyalkyl. 
alkyni^carbonyloxyalkyl. arylcarbonyloxyalkyi, heteroarylcarbonyloxyalkyl. 

10 heterocyclylcarbonyloxyalkyi, cydoalkylalkyl. cycloalkenylalkyi, aralkyl, 

heteroarylalkyi, heterocydylalkyl. cydoalkylalkenyl, cydoalkenylalkenyl, aralkenyl, 
heteroarylalkenyl, heterocydyialkenyl, alkylthioalkyi, cydoalkylthioalkyi, 
alkenylthioalkyi, alkynylthioalkyl. arylthioalkyi, heteroarylthioalkyl, 
heterocyclylthioalkyi, alkylthioalkenyl, alkenylthioalkenyl. alkynylthioalkenyl, 

15 arylthioalkenyl, heteroarylthioalkenyl, heterocydylthioalkenyl, alkoxyalkyi, 

alkenoxyalkyi, alkynoxylalkyl. aryioxyalkyl, heteroaryloxyalkyi, heterocyclyloxyalkyi, 
alkoxyalkenyl, alkenoxyalkenyl. alkynoxyalkenyl, aryloxyalkenyl, 
heteroarylo)yalkenyl, hetero<yclylo)Q^lkenyl, cyano, hydroxymethyl, -CO2RV11.14. 
wherein Rvim4 is selected firam the group consisting of alkyl. alkenyl, alkynyl, aryl. 

20 heteroaryl and heterocydyl; 

H 

wherein Rvina is selected from the group consisting of hydroxy, hydrogen, 
halogen, alkylthio, alkenylthlo. alkynylthio, aryithio. heteroarylthio, heterocydylthio, 
alkoxy, alkenoxy, alkynoxy. aryloxy, heteroaryloxy. heterocydyloxy. aroyloxy, and 
25 alkylsulfonyloxy, and 

RviM6b is selected fonn the group consisting of alkyl, alkenyl. alkynyl, aryl. 
heteroaryl. heterocydyl. arylalkoxy. and trialkylsilyloxy; 

-CH2-S-C-N^ 

'^11-18 
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wherein Rvim7 and Rvimb are independently selected fronn the group 
consisting of alkyi, cycloalkyl. alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl- 

s 

" ^" RviM9 

f 

wherein Rvimq is selected from the group consisting of alkyl. cycloalkyi, 
5 alkenyl. alkynyl. aryl. heteroaryl. heterocydyl. -SRv,,^. -ORviwi, and BRvfi.22C02RvH. 
23» wherein 

Rvii-20 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl, 

heteroaryl. heterocydyl. aminoalkyl. aminoalkenyl. aminoalkynyl, aminoaryl. 

aminoheteroaryl. aminoheterocyclyl. alkylheteroarylamino. arylheteroarylamino. 
10 . Rv,^21 is selected from the group consisting of alkyl. alkenyl, alkynyl, aryl, 

heteroaryl. and heterocydyl. 

Rvii.22 is selected from the group consisting of alkylene or arylene, and 
Rvii-23 is selected from the group consisting of alkyl, alkenyl. alkynyl, aryl, 

heteroaryl, and heterocydyl; 

I 

15 "^"NH-Rv,^24 

f 

wherein Rvn^ is selected from the group consisting of hydrogen, alkyl, 
cycloalkyi. alkenyl. alkynyl. aryl. heteroaryl, heterocydyl, aralkyl. aralkenyl, and 
araJkynyl; 

C 

- C —r- 

I 

20 wherein Rvg^ is heterocyclytidenyt; 

-CHj-N 

\ 

'^11-27 

* 

wherein Rvn-ae and Rv^^27 are independently selected from the group 
consisting of hydrogen, alkyl, cycloalkyi, alkenyl, alkynyl. aryl, heteroaryl. and 
heterocydyl; 
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s 

II 

- C - NHj 



II 11 

C-C-NHj 



0 R 

II 

-CH2-S-C-N 

'^1-29 



wherein Rvii.28 and Rvii.29 are independently selected from the group 
5 consisting of hydrogen, alkyi, cycloalkyi, all<enyl, ali<ynyl, aryl, heteroaryl, and 
hetero(^clyl: 

.11 

wherein Rviwo and Rvimi are independently alkoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy. and heterocyclyloxy; and 

wherein Rvu^ and Rvu^ are independently selected from the group 
consisting of hydrogen, alkyi, cycloalkyi, alkenyl, alkynyi, aryl, heteroaryl, and 
heterocydyl; 

1 

.C = N-OH 

C = C-SI(Ry„^)3^ 

15 wherein Rvik36 is selected from the group consisting of alkyi, alkenyl, aryl, 

heteroaryl and heterocydyl; 
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N 

\ 



Wherein Rvu^y and Rvh^ are Independently selected from the group 
consisting of hydrogen, alkyi, cycloall<y!. alkenyl. alkynyl. aryl. heteroaryl, and 
heterocyclyl; 

^'^11-39 

-N = C 

\ 

5 '^VIMO 

wherein Rviwg is selected from the group consisting of hydrogen, alkoxy. 
alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, alkylthio. alkenylthlo. 
alkynylthio, arylthio, heteroarylthio and heterocyclylthio, and 

Rvii-40 is selected from the group consisting of haloalkyi, haloalkenyl, 
10 hatoalkynyl, haloaryl, haloheteroaryl. haloheterocydyl, cydoalkyl, cycloalkenyl, 

heterocyclylalkoxy, heterocydylalkenoxy, heterocyclylalkynoxy. alkylthio, alkenylthio, 
alkynylthio, arylthio, heteroarylthfo and heterocyclylthio; 

-N=RviMi. 
wherein Rvimi is heterocyclylidenyl; 

O 

II 

Wherein Rvim2 is selected from the group consisting of hydrogen. alkyI, 
alkenyl, alkynyl, aryl, heteroaryl, and heterocyclyl, and 

RviM3 is selected from the group consisting of hydrogen, alkyI, alkenyl, 
alkynyl, aryl, heteroaryl, heterocyclyl. cydoalkyl, cycloalkenyl, haloalkyl. hatoalkenyl. 
20 haloalkynyl, haloaryl, haloheteroaryl, and haloheterocydyl; 

O 
II 

-NH-C-NH-Rv,,^ 

wherein RyiM4 is selected from the group consisting of hydrogen, alkyI, cydoalkyl, 
alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl; 

.NaS = 0; 

25 - N = C = S; 
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-N = C = 0; 
-N3; 
-SRviMs 

wherein Rvii-45 is selected from the group consisting of hydrogen, alkyl, 
5 alkenyl, alkynyl, aryl, heteroaryl, heterocydyl, haloall<yl, haloall^enyl. haloailcynyl, 
haloaryl, haloheteroaryl, haloheterocydyl, heterocydyl, cydoalkylalkyi, 
cydoalkenylalkyl. aralkyi, heteroarylalkyl, heterocyclylalkyl. cydoalkylalkenyl, 
cydoalkenylalkenyl, aralkenyl, heteroarylalkenyl. heterocydylalkenyl, alkylthloalkyi, 
alkenylthloalkyi, alkynylthioalkyi, arylthioalkyl,heteroarylthioalkyl, 
10 heterocyclylthioalkyi, alkylthioalkenyl, alkenylthioalkenyl, alkynylthioalkenyl. 

arylthioalkenyl. heteroarylthioalkenyl, heterocyclylthioalkenyl. aminocariDonylalkyI, 
aminocarbonylalkenyl. aminocarbonyialkynyl, aminocarbonylaryl, 
aminocarbonylheteroaryl, and aminocarbonylheterocydyl, 

-SRvu-46i and -CHaRviuTt 
15 wherein Rviue is seleded from the group consisting of alkyl, alkenyl. alkynyl. 

aryl, heteroaryl and heterocydyl, and 

RviM7 is selected from the group consisting of hydrogen, alkyl, alkenyl, 
alkynyl. aryl, heteroaryl and heterocydyl; and 

- S - CH 
\ 

20 Wherein Rvn^ is selected from the group consisting of hydrogen, alkyl, 

tydoalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocydyl, and 

RviM9 is selected from the group consisting of alkoxy, alkenoxy. alkynoxy, 
aryloxy, heteroaryloxy. heterocydyloxy. haloalkyl. haloalkenyl, haloalkynyl, haloaryl. 
haloheteroaryl and haloheterocydyl; 

O 
II 

25 - S - C - R^,,5Q ^ 

wherein Rvn-50 is selected from the group consisting of hydrogen, alkyl, 
cydoalkyi, alkenyl, alkynyl. aryl, heteroaryl, heterocydyl. alkoxy, alkenoxy, alkynoxy, 
aryloxy, heteroaryloxy and heterocydyloxy; 
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10 



15 



20 



O 

II 

Wherein R^, is selected from the group consisting of alkyl. alkenyl. alkynyf 
aryl. heteroaryl. heterocyclyl. haloaikyl. haloalkenyl. haloalkynyl. haloaryl, 
haloheteroaiyl and halohetero(yclyl: and 

^ 

"^"^11-53 

o 

I 

wherein Rv,«3 is selected from the group consisting of alkyl. alkenyl. alkynyl. 
aryl, heteroaryl and heterocyclyl; 

provided that when Rv,,^ is selected from the group consisting of 
heterocydylalkyl and heterocyclylaikenyl. the heterocyclyl radical of the 
corresponding heterocydylalkyl or heterocyclylaikenyl is other than 54actone; and 

provided that when Rv,M is atyl. heteroaryl or heterocyclyl. and one of Rv,« 
and Rv« is trifluoromethyl. then the other of Rv,,^ and Rv„^ Is difluoromethyl; 

(8) a suljstituted pyridine having the Formula VIII 




Formula VIII 

or a phamiaoeutically acceptable salt, enantiomer. or stereoisomer thereof. 
In which . ' . 

Avp, stands for aryl with 6 to 10 carbon atoms, which is optionally substituted 
up to 3 times In an identical manner or differently by halogen, hydroxy, 
trifluoromethyl. trifluoromethoxy. or by straight-chain or branched alkyl. acyl. or 
alkoxy with up to 7 carbon atoms each, or by a group of the formula 

-NRviihI^viim, wherein 

Rvm-i and Rv«w are identical or different and denote hydrogen, phenyl, or 
straight-chain or branched alkyl with up to 6 carbon atoms. 
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DviH stands for straight-chain or branched alkyi with up to 8 carbon atoms, 
which is substituted by hydroxy. 

Eviii and Lvm are either identical or different and stand for straight-chain or 
branched alky! with up to 8 carbon atonns. which is optionally substituted by 

5 cydoall<yl with 3 to 8 carbon atoms, or stands for cycloaikyi with 3 to 8 carbon 
atoms, or 

Eviti has the above-mentioned meaning and 

Lvm in this case stands for aryl with 6 to 10 carbon atoms, which is optionally 
substituted up to 3 times in an identical manner or differently by halogen, hydroxy, 
1 0 trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyI, a(yl, or 
alkoxy with up to 7 carbon atoms each, or by a group of the fomiula 

-NRvni^RviiM, wherein 
Rvnw and Rvum are identical or different and have the meaning given above 
for RviiM and Rviii-2, or 

15 Evin stands for straight-chain or branched alkyI with up to 8 carbon atoms, or 

stands for aryi with 6 to 10 carbon atoms, which is optionally substituted up to 3 
times in an identical manner or differently by halogen, hydroxy, trifluoromethyl, 
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with up to 7 
carbon atoms each, or by a group of the formula 

20 -NRviii^RvHi^, wherein 

Rviii^ and Rvm^ are identical or different and have the meaning given above 
for Rvin-i and Rviii-2, and 

Lvm in this case stands for straight-chain or branched alkoxy with up to 8 
carbon atoms or for cydoalkyloxy with 3 to 8 carbon atoms, 

25 Tviii stands for a radical of the fomiula 

Rv„.r-^...- or R,,^-^ 

Rvm-7 and Rvum are identical or different and denote cydoalkyi with 3 to 8 
carbon atoms, or aryl with 6 to 1 0 carbon atoms, or denote a 5- to 7-member 
aromatic, optionally benzo-condensed, heterocyclic compound with up to 3 
30 heteroatoms from the series S, N and/or O, whidi are optionally substituted up to 3 
times in an identical manner or differently by trifluoromethyl, trifluoromethoxy, 
halogen, hydroxy, carboxyl, by straight-chain or branched alkyl, acyl, alkoxy, or 
alkoxycart3onyl with up to 6 carbon atoms each, or by phenyl, phenoxy, or 
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thiophenyl. which can in turn be substituted by halogen, trifluoromethyl, or 
trifluoromethoxy, and/or the rings are substituted by a group of the formula 

-NRviH.tiRviii.i2, wherein 
RviH-ii and Rvni-12 are identical or different and have the meaning given above 
5 for RviiH and Rvw-2, 

Xvni denotes a straight or branched alkyi chain or allcenyl chain with 2 to 10 
carbon atoms each, which are optionally substituted up to 2 times by hydroxy, 
Rviiw denotes hydrogen, and 

RviiMo denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, mercapto. 
1 0 trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a 
radical of the fonnula 

-NRvnn3RviiM4. wherein 
Rviii-13 and Rvin-u are identical or different and have the meaning given above 
for RviiM and Rviii.21 or 
1 5 RvHi^ and Rviino form a carbonyl group together with the carbon atom; 
(9) a substituted 1 ,2,4-triazole having the Fonnula IX 

Kix.i ^iji^ Rom 
Formula IX 

or a pharrnaceutically acceptable salt or tautomer thereof; 

wherein Ro., is selected from higher alkyl. higher alkenyl, higher alkynyl. aiyl, 
20 aralkyl. atyloxyalkyi, alkoxyalkyl, alkyltWoalkyI, atylthloalkyl. and cycloalkylalkyi; 

wherein Row is selected from aryl, heteroaryl, cydoalkyi, and <yctoalkenyl, 
wherein 

Rix-2 is optionally substituted at a substitutable position with one or more radicals 
independently selected from alkyl. haloalkyl. alkylthio. alkylsulfinyl, alkylsulfonyl. 
25 alkoxy, halo, aryloxy, aralkyloxy. aryl. aralkyl. aminosulfonyl. amino, monoalkylamino 
and dialkylamino; and 

wherein R^^ is selected from hydride, -SH and halo; 
provided Ra.2 cannot be phenyl or 4-methylphenyl when Rom is higher alkyl and 
when RpM is BSH; 
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(10) a hetero-tetrahydroquinoline having the Fomiula X 




FomnulaX 

or a pharmaceutically acceptable salt, enantiomer, or stereoisomer or Nk>xide of 
said compound; 
5 in which 

Ax represents cycloalkyi with 3 to 8 carbon atoms or a 5 to 7-membered, 
saturated, partially saturated or unsaturated, optionally benzo-condensed 
heterocyclic ring containing up to 3 heteroatoms from the series comprising S, N 
and/or O, that in case of a saturated heterocyclic ring is bonded to a nitrogen 

10 function, optionally bridged over it, and in which the aromatic systems mentioned 
above are optionally substituted up to 5-times in an identical or different substituents 
in the form of halogen, nitro, hydroxy, trifluoromethyl, trifluoromethoxy or by a 
straight-chain or branched alkyi, acyl, hydroxyalkyi or alkoxy each having up to 7 
carbon atoms or by a group of the formula BNRx^Rx4, 

15 in which 

Rx^ and Rx4 are identical or different and denote hydrogen, phenyl or 
straight-chain or branched alkyI having up to 6 cari3on atoms, 
or 

Ax represents a radical of the fomiula 
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Dx represents an aryl having 6 to 10 carbon atoms, that is optionally 
substituted by phenyl, nitro, halogen, trifiuormethyl or trifluormethoxy, or it 
represents a radical of the fonnuia 




"x-s Ljc , or \ 

5 in which 

Rx^. Rx4 and independently of one another denote cydoalkyl having 3 to 
6 carbon atoms, or an aryl having 6 to 10 carbon atoms or a 5- to 7-membered 
aromatic, optionally benzo-condensed saturated or unsaturated, mono-. bK or 
tricyclic heterocyclic ring from the series consisting of S. N and/or O. in wNch the 

0 rings are substituted, optionally, in case of the nitrogen containing aromatic rings via 
ttie N function, with up to 5 identical or different substituents in flie form of halogen, 
trifluoromethyl, nitro, hydroxy, cyano, carijonyl. trifluorometfio)^. straight straight- 
chain or branched acyl. alkyl. alkylthio. alkylalkoxy. alkoxy. or alkoxycarbonyl each 
having up to 6 carbon atoms, by aryl or trifluoromethyl-substituted aryl each having 6 

5 to 1 0 carbon atoms or by an, optionally benzo-condensed. aromatic 5- to 7- 

membered heterocyclic ring having up to 3 heteroatoms from the series consisting of 
S. N. and/or O. and/or substituted by a group of ttie fonnuia BORx.,o. -SRx-ti, SOzRx- 
i2orBNRx-i3Rx-i4. 
in which 

5 Rx:io. Rx.li and Rx.,2 independentiy from each ottier denote aryl having 6 to 

10 carijon atoms, which is In turn substituted wltti up to 2 identical or different 
substituents in flie fonn of phenyl, halogen or a straight-chain or branched alkyl 
having up to 6 carbon atoms. 
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10 



15 



20 



Rx.i3 and Rx-U are identical or different and have the meaning of Rx^ and Rx^ 
indicated above, 
or 

Rx^ and/or Rx^ denote a radical of the formula 



Rx.7 denotes hydrogen or halogen, and 

Rx-8 denotes hydrogen, halogen, azido, trifluoromethyl. hydroxy, 
trifluordmethoxy. straight-chain or branched alkoxy or allcyl having up to 6 carbon 
atoms or a radical of the fonmula 
BNRx-isRx-iet 
In which 

Rx-15 and Rx-ie are identical or different and have the meaning of Rx^ and Rx 
Indicated above, 
or 

Rx.7 and Rx^ together form a radical of the formula =0 or =NRx-i7. 
in which 

Rx.17 denotes hydrogen or straight chain or branched allcyl. alkoxy or acyl 
having up to 6 carbon atoms, 

Lx denotes a straight chain or branched alkylene or alkenylene chain having 
up to 8 carbon atoms, that are optionally substituted with up to 2 hydroxy groups, 

Tx and Xx are identical or different and denote a straight chain or branched 
alkylene chain with up to 8 carbon atoms 
or 

Tx or Xx denotes a l>ond, 

Vx represents an oxygen or sulfur atom or an BNRx-ie-^iroup, in which 





or 



5%nnnif> «wn rwmnsARA? i > 
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Rx-iB denotes hydrogen or straight chain or branched all<yl with up to 6 cartwn 
atoms or phenyl. 

Ex represents cycloalkyi with 3 to 8 cart)on atoms, or straight chain or branched 
alky! with up to 8 carbon atoms, that is optionally substituted, by cydoallcyl with 3 to 8 
carbon atoms or hydroxy, or represents a phenyl, that is optionally substituted by 
halogen or trifluoromethyl, 

Rx-1 and Rx.2 together fomi a straight-chain or branched allcylene chain with up to 
7 carbon atoms, that must be substituted by carbonyl group and/or by a radical with the 
formula 

(CHj).— CH, OH . 

in which a and b are identical or different and denote a number equaling 1 .2. or 3. 

Rx.i9 denotes hydrogen, cycloalkyi with 3 up to 7 carbon atoms, straight chain or 
branched silylalkyi with up to 8 carbon atoms or straight chain or branched alkyi with up 
to 8 carbon atoms, that are optionally substituted by hydroxyl. straight chain or branched 
alkoxy with up to 6 carbon atoms or by phenyl, which in turn might be substituted by 
halogen, nitro. trifluonriethyl, trifluoromethoxy or by phenyl or by tetrazole-substituted 
phenyl, and alkyl. optionally be substituted by a group with the fomiula BORx.22. 
in which 

Rjw2 denotes a straight chain or branched a<qrt with up to 4 carbon atoms or 

beruyl. 



or 



Rx.i9 denotes straight chain or branched acyl with up to 20 caibon atoms or 
benzoyl . that is optionally substituted by halogen . trifluoromethyl, nltro or 
trifluoromethoxy. or it denotes straight chain or branched fluoroacyl with up to 8 carbon 
atoms and 9 fluorine atoms, 

Rx^ and Rx^, are identical or different and denote hydrogen, phenyl or straight 
chain or branched alkyl with up to 6 carbon atoms. 



or 



Rxao and Rxai together fonn a 3- to 6- membered carbocyclic ring, and the 
carbocydic rings formed are optionally substituted, optionally also geminally, with up to 
six identical or different substituents in the fomn of triflouromethyl. hydro)^. nitriie. 
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halogen, carboxyl, nitro, azido, (^ano, cycioalkyi or cycloalkyloxy with 3 to 7 carbon 
atoms each, by straight chain or branched allcoxycarbonyl, alkoxy or alkylthio with up to 
6 carbon atoms each or by straight chain or branched alky! with up to 6 carbon atoms, 
which in turn is substituted with up to 2 identically or differently by hydroxyl, benzyloxy, 
trifluoromethyl, benzoyl, straight chain or branched alkoxy. oxyacyl or carbonyl with up to 
4 carbon atoms each and/or phenyl, which may in tum be substituted with a halogen, 
trifuoromethyl or trifluoromethoxy, and/or the formed carbocyclic rings are optionally 
substituted, also geminally, with up to 5 identical or different substituents in the form of 
phenyl, benzoyl, thiophenyl or sulfonylbenzyl, which in turn are optionally substituted by 
hatogen, trifluoromethyl, trifluoromethoxy or nttro, and/or optionally are substituted by a 
radical with the fonmula 

-SOz-CsHg, -(CO)dNRx^Rx.24 or =0, 

in which 

c denotes a number equaling 1 , 2, is, or 4, 
d denotes a number equaling 0 or 1, 

Rx-23 and Rx.24 are Identical or different and denote hydrogen, cycioalkyi with 3 to 
6 carbon atoms, straight chain or branched alkyi with up to 6 carbon atoms, benzyl or 
phenyl, that is optionally substituted with up to 2 identically or differently by halogen, 
trifluoromethyl, cyano, phenyl or nitro, and/or the formed carbocyclic rings are 
substituted optionally by a spiro-linked radical with the formula 




Wx-Yx Rx-25V/''x-26 \ / 

McRx.^Rx^o)f . or 



:-32 



In which 

Wx denotes either an oxygen or a sulfur atom 

Yx and Yx together fonm a 2 to 6 membered straight chain or branched alkylene 

chain, 

e denotes a number equaling 1 , 2, 3, 4, 5, 6, or 7, 
f denotes a number equaling 1 or 2, 
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Rx-25. Rx.26. Rx.27 , Rx.28. ^^29, R)Mo 30(1 Rx^, ars identical or drfferent and denote 
hydrogen, trifluoromethyl. phenyl, halogen orstiaightchainorbranched alkyi or alkoxy 
with up to 6 caribon atoms each, 
or 

Rx.2s and Rx.26 or Rx.27 and Rx.28 respectively fomi together a straight chain or 
branched alky! chain with up to 6 carbon atoms, 
or , 

Rx^ and Rx,26 or Rx.27 and Rx.28 each together form a radical with the fomjula 



Wx— (CH2)„ 

in which > 

Wx has the meaning given above, 
g denotes a number equaling 1, 2, 3. 4, 5. 6, or 7, 

R«2 and Rx« fomi together a 3- to 7- membered heterocyde. which contains an 
oxygen or sulfur atom or a group with the formula SO. SOa or- NRx^, 
in which . ' 

R)«4 denotes hydrogen, phenyl, benzyl or straight or branched alkyI with up to 4 
carbon atoms; 

(11) a substituted tetrahydro naphtha&,e or an anatogous compound having the 
FonnulaXI 



Dx.N 


t 







Formula XI 

or a stereoisomer, stereoisomeric mixture, or salt thereof, In which 

Ax, stands for cyctoalkyi with 3 to 8 carbon atoms, or stands for aryl with 6 to 1 0 
carbon atoms, or stands for a 5- to 7-membered. saturated, partially unsaturated or 
unsaturated, possibly benzocondensated. heterocyde with up to 4 heteroatoms from the 
series S. N and/or O. where aiyl and the heterocydic ring systems mentioned above 



are 



aoaO: <W0 03Q0029SA2 I > 



wo 03/000295 



PCT/IB02/01571 



-ISO- 
substituted up to 5-fold, identical or different, by cyano, halogen, nitro, carboxyl, 
hydroxy, trifluoromethyl, trifluoro- methoxy, or by straight-chain or branched alkyi, acyl, 
hydro)qralkyl, alkylthio, alkoxycarbonyl. oxyalkoxycarbonyl or alkoxy each with up to 7 
carbon atoms, or by a group of the fomiula 
-NRxi^RxMf 
in which 

Rxj-3 and Rxi^ are identical or different and denote hydrogen, phenyl, or straight- 
chain or branched alkyI with up to 6 carbon atoms 
Dxi stands for a radical of the formula 

in which 

Rxw» Rxw and Rx^g, independent of each other, denote cycloalkyi with 3 to 6 
cartDon atoms, or denote aryl vwth 6 to 10 carbon atoms, or denote a 5- to 7-membered, 
possibly benzocondensated, saturated or unsaturated, mono-, bi- or tricyclic heterocycle 
with up to 4 heteroatoms of the series S, N and/or O. where the cycles are possibly 
substitutedCIn the case of the nitrogen-containing rings also via the N-funcfionCup to 5- 
fold, identical or different, by halogen, trifiuoromethyl. nitro. hydro)^, cyano, carboxyl, 
trifluorometho)y, straight-chain or branched acyl, alkyI, alkyfthio, alkylalkoxy, alkoxy or 
alkoxycarbonyl with up to 6 carbon atoms each, by aryl or trifluoromethyl substituted aryl 
with 6 to 10 carbon atoms each, or by a possibly benzocondensated aromatic 5- to 7- 
membered heterocycle with up to 3 heteroatoms of the series S, N and/or O, and/or are 
substituted by a group of the fomiula 

-ORxi-ioi -SRxrn , -SO2RX1.12 or -NRxnaRxi-u, 
in which 

Rxno, Rxi-11 and Rxj-12, independent of each other, denote aryl with 6 to 10 carbon 
atoms, which itself is substituted up to 2-fold, identical or different, by phenyl, halogen, 
or by straight-chain or branched alkyI with up to 6 carbon atoms. 

Rxi.i3 and Rxn4 are identical or different and have the meaning given above for 
Rxi-a and Rxi^, 
or 

RxM and/or Rxi^ denote a radical of the fomiula 
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Rxi.7 denotes hydrogen, halogen or methyl, 

and 

Rxw denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, 
trifluoromethoxy. straight-chain or branched alkoxy or alkyi with up to 6 carbon atoms 
each, or a radical of the fomiula -NRxusRxne. 
in which 

Rxus and Rx,.i6 are identical or different and have the meaning given above for 
Rxw and Rxmi 
or 

Rxi.7 and Rxm, together fonm a radical of the formula =0 or =NRxn7, in which 
Rxn7 denotes hydrogen or straight-chain or branched alkyl. alkoxy or acyl with up 
to 6 carbon atoms each, 

Lx, denotes a straight-chain or branched alkylene- or alkenylene chain with up to 
8 carbon atoms each, which is possibly substituted up to 2-fold by hydrojq^, 

Tx, and Xx, are identical or different and denote a straight-chain or branched 
alkylene chain with up to 8 carbon atoms, 
or 

Txi and Xxi denotes a bond, 

Vxi stands for an o)ygen- or sulfur atom or for an -NRxna group, 
in which 

Rxna denotes hydrogen or straight-chain or branched alkyl with up to 6 carbon 
atoms, or phenyl. 

Ex, stands for cydoalkyl with 3 to 8 cartoon atoms, or stands for straight^ain or 
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cydoalkyl 
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted 
by halogen or trifluoromethyl. 

Rxn and Rx,.2 together fomi a straight-chain or branched alkylene chain with up 
to 7 carbon atoms, which must be substituted by a carbonyl group and/or by a radical of 
the formula 



OOCID: <WO.^__0300029SA2 J > 
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(CH,) — CHj T 

OvJ> . pf V ^ -^^^ or 1.2 
in which 

a and b are identical or different and denote a number 1 , 2 or 3 
Rxi.i9 denotes hydrogen, cydoalkyi with 3 to 7 carbon atoms, straight-diain or 
branched sllylallcyl with up to 8 carbon atoms, or straight-chain or branched alkyi with up 
to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or branched 
all<oxy with up to 6 carbon atoms, or by phenyl, which itself can be substituted by 
halogen, nitro. trifluoromethyl, trifluoromethoxy or by phenyl substituted by phenyl or 
tetrazol, and alkyI is possibly substituted by a group of the formula -ORxi.22, 
in which • > 

Rxi.22 denotes straight-chain or branched acyl with up to 4 carbon atoms, or 

benzyl, 
or 

Rxi-19 denotes straight-chain or branched acyl with up to 20 carbon atoms or 
benzoyl, which is possibly substituted by halogen, trifluoromethyl, nitro or 
trifluoromethoxy. or denotes straight-chain or branched fluoroacyl with up to 8 carbon 
atoms and 9 fluorine atoms. 

Rxi.2o and Rxi.21 are identical or different, denoting hydrogen, phenyl or straight- 
chain or branched alkyI with up to 6 carbon atoms, 
or 

Rxi-20 and Rxi.2i together fonn a 3- to 6-membered caribocycle, and, possibly also 
geminally, the alkylene chain fomied by Rxn and R^z. is possibly substituted up to 6-. ' 
fold, identical or different, by trifluoromethyl, hydroxy, nitrile, halogen, carboxyl. nitro. 
azido, cyano, cydoalkyi or cydoalkyloxy with 3 to 7 carbon atoms each, by straight- 
diain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 cart)on atoms each, 
or by straight- chain or branched alkyI with up to 6 carbon atoms, which itself is 
substituted up to 2-fold, identical or different by hydroxyl, benzytoxy, trifluoromethyl, 
benzoyl, straight-chain or branched alkoxy, oxyacyl or carboxyl with up to 4 carbon 
atoms each, and/or phenyl- which Itself can be substituted by halogen, trifluoromethyl or 
trifluoromethoxy. and/or the alkylene chain formed by Rxn and Rxi.2 is substituted, also 
geminally, possibly lip to 5-fold, identical or different, by phenyl, benzoyl, thiophenyl or 
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sulfobenzyl -which themselves are possibly substituted by halogen, trifluoromethyl. 
trifluoromethoxy or nltno. and/or the alkylene chain formed by Rx^ and Rx^2 is possibly 
substituted by a radical of the formula 

-SOrCfiHs. -(CO)dNRx^23Rxl.24 or =0. 

in which 

c denotes a number 1 , 2, 3 or 4, 
d denotes a number 0 or 1, 

Rxi.23 and Rx,.24 are identical or different and denote hydrogen, cycloalkyi with 3 
to 6 carbon atoms, straight-chain or branched alkyi with up to 6 carbon atoms, benzyl or 
phenyl, which is possibly substituted up to 2-fold, identical or different, by halogen, 
trifluoromethyl. cyano. phenyl or nitro, and/or the alkylene chain fomied by Rx^, and Rx,.2 
is possibly substituted by a splro-jointed radical of the fomiula 




(CR^29^xi^f , or 
in which 

Wxi denotes either an oxygen or a sulfur atom, 

Yxi and together form a 2- to 6-membered straight-chain or branched 
alkylene chain, 

e Is a number 1 , 2, 3, 4, 5, 6 or 7, 
f denotes a number I or 2, 

Rxi-25, Rxi.26. Rxi.27. Rxi-28. Rxi-29, Rxwo Brtd Rxwi are identical or different and 
denote hydrogen, trifluoromethyl, phenyl, halogen, or straight-chain or branched alkyI or 
alkoxy with up to 6 carbon atoms each, 
or 

Rxi.25 and Rxi.26 or Rxi,27 and Rx,.2b together form a straight-chain or branched 
alkyI chain with up to 6 cartjon atoms, 
or . 

Rxi.25 and Rx^26 or Rxi-27 and Rx,.28 together fonn a radical of the fonnula 
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Wx, (CH2)g 

in which 

Wxi has the meaning given alx>ve, 
9 is a number 1, 2, 3, 4, 5, 6 or 7, 

RxM2 and Rxwa together fomi a 3- to 7-membered hetenocycie that contains an 
oxygen- or sulfur atom or a group of the fonnula SO, SO2 or -NRxi^, 
in which 

Rxw4 denotes hydrogen, phenyl, benzyl, or straight-chain or branched alkyi with up to 4 
carbon atoms; 

(1 2) a 2-aryl-sufastituted pyridine having the Fomiula (XII) 



^XII 



Lx„ N Ex„.2 
FomnulaXII 

or phamnaceutically acceptable salts, enantiomers, or stereoisomers of said 

compounds, 

in which 

Axil and Exu are Identical or different and stand for aryl with 6 to 1 0 carbon atoms 
which is possibiy substituted, up to 5-fold identical or different, by halogen, hydroxy, 
trifluoromethyl, trifluoromethoxy. nitro or by straight-chain or branched alkyI, acyl, 
hydroxy all^yl or akoxy with up to 7 carbon atoms each, or by a group of the formula - 
NRxll-1Rxl^2l 
where 

RxiM and Rxii.2 are identical or different and are meant to be hydrogen, phenyl or 
straight-chain or branched alkyI vwth up to 6 carbon atoms, 

Dxii stands for straight-chain or branched alkyI with up to 8 carbon atoms, which 
is substituted by hydroxy. 
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LxB Stands for cycloalkyl with 3 to 8 carbon atoms or for straight-chain or 
branched alkyi with up to 8 carbon atoms, which is possibly substituted by cycloall^yl 
with 3 to 8 carbon atoms, or by hydroxy, 

stands for a radical of the formula Rxiw-Xxir or 

^XII-5\^'^XII-6 

w 

where 

Rxiw and R^m are Identical or different and are meant to be cycloalkyl with 3 to 8 
carbon atoms, or afyl with 6 to 1 0 carbon atoms, or a 5- to Z-membered aromatic, 
possibly benzocondensated heterocyde with up to 3 heteroatoms from the series S, N 
and/or O, which are possibly substituted, up to 3-fold identical or different, by 
trifluoromethyl, trifluoromethoxy. halogen, hydroxy, carboxyl. nitro. by straight-chain or 
branched alkyI, acyl, alkoxy or alkoxycarbonyl with up to 6 carbon atoms each, or by 
phenyl, phenoxy or phenylthio which in turn can be substituted by halogen, 
trifluoromethyl or trifluoromethoxy. and/or where the cycles are possibly substituted by a 
group of tiie formula -NRx«.7Rxiw, 
where 

Rxji.7 and Rxiw are identical or different and have the meaning of Rx^ and Rx«.2 
given above, 

Xxii is a straight-chain or branched alkyI or alkenyl with 2 to 10 carbon atoms 
each, possibly substituted up to 2-fold by hydroxy or halogen, 
Rxiks stands for hydrogen, 

and 

Rxiw means to be hydrogen, halogen, mercapto, azido, trifluoromethyl. hydroxy, 
trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a 
radical of the formula BNRxiwRxino. 
where 

Rx«.9 and Rya^^o are identical or different and have the meaning of Rxm and Rxp^ 
given above, 
or 

Rxiw and Rxi^, together with the carbon atom, form a cariDonyl group; or 
(13) a compound having the Formula (XIII) 
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Formula XIII 



or a pharmaceutically acceptable salt, enantiomer, stereoisomer, hydrate, or solvate of 
said compounds, in which 

Rxiiris a straight chain or branched d.io alkyi; straight chain or branched C2.10 
alkenyl; halogenated C^^ lower alkyI; C3.10 cycloalkyi that may be substituted; Cs^ 
cycloalkenyl that may be substituted; C3.10 cycloalkyi Ci.io alky! that may be substituted; 
aryl that may be substituted; aralkyl that may be substituted; or a 5- or 6-membered 
heterocyclic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur atoms that may 
be substituted, 

Xxin-i, Xxni-2. Xxnwi Xxiim may be the same or different and are a hydrogen atom; 
halogen atom; C,^ lower alkyI; halogenated lower alkyI; lower alkoxy; cyano 
group; nltro group; acyl; or aryl, respedlvely; 

YxMi is -CO-; or BSO2-; and 

Zxiii is a hydrogen atom; or mercapto protective group. 



9, A composition as defined in claim 8. wherein said CETP inhibitor is selected 
firom: 

[2R,4S]4-[(3,5-dichloro-benzyl)-methoxycarbonyl-amino]-6,7-<limethoxy-2-methyl-^ 
dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

I2R,4S]4-l(3,5-dinitro-benzyl)-methoxycarbonyI-anijno]-6,7-dimethoxy-2-methy 
dihydro-2H-quinoline-1-carboxyiic acid ethyl ester; 

[2R,4S]4-[(2,6-dichloro-pyridin-4-ylmethyl)-methoxycarbonyl-amino]-6,7-dimethoxy.2- 
methyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester; 
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[2R,4S]4-[(3,5-bis4rifluoromethyl-benzyl)-methoxycarbonyl-amino]-67Kll^^ 
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester; 

[2R,4S]4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-aminoJ-^ 
3,4-dihydro2H-quinonne-1 -carboxylic add ethyl ester; 

[2R.4S]4-[(3.5-bis-trifluoronriethy!-ben2yl)-methoxycarbonyl-aminop-methoxy-2-^^ 
3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester, 

[2R,4S]44(3,5-bis-trifluoromethyl-ben^)-metho)Qrcarbonyi-amino]-67-di^ 
methyl-3.4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester; 

[2R.4S]4-[(3.5-bis-trifluoromethyl-ben^l).ethoxycarbonyl-arnino]-6J<lirneft 
methyl-3,4-dihydro-2H-quinollne-lK»rboxylic acid ethyl esten 

[2R,4S]4-[(3,5-bls-trifluorom'ethyl-benzyl)-methoxycarbony|.amino^^^ 

methyl-3,4-dihydro-2H-quinoline-1-carboxyiic add 2,2,2-trlfIuoro-ethylester; 

[2R.4S]4-[(3,5-bis-trifluoromethyl-beri^).methoxycarbonyl-am 

methyl-3,4-dihydro2H-qulnorme-1 -carboxylte add propyl ester, 

[2R,4S] 4-[{3.5-bis-trifluorornethyl-ben2yl)-methoxycarbonyl-amlrio]-67-di^^ 
methyl-3,4-dihydro-2H-quinoline-1 -carboxylic add tert-butyl ester; 

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-aminoh2-fnethyl-^ 
trifluoromethoxy-3,4-dihydro-2H-quinoline-1-carbo^lic add ethyl ester, 

[2R.4S](3,5-bls-trifluorornethyl-ben2ylH1-butyryl-6J-dimethoxy^^^ 
tetrahydro-quinolin-4-yl>carbamic add methyl esten 

12R,4S] (3,5-bis-trifluoromethyl-ben2ylH1-butyl-6,7-dimethoxy-2-methyl-1, 2,3,4- 
tetrahydro-quinolln-4-yl)-carbamic add methyl esten 

I2R.4S](3,5-bis-trifluoromethyl-benzylHl-(2-ethyl-butyl)-6J-dimeth^ 

1,2,3,4-tetrahydro-quinolin-4-yQ-carbamic add methyl ester, hydrochloride; 

[2R,4S]4-[(3,5-Bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-2-methyl- 
7-trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

{2R,4S]4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-aminoI-7-chlor^^ 
3,4-dihydro-2H-quinoline-1 -carboxylic add ethyl esten 

t2R.4S] 4-[(3,5-Bis-trifIuoromethyl-beri2yl)-methoxycarbonyl-amino]-6-chlorc>2-meth^^ 
3,4-dlhydro-2H-quinoline-1 -carboxylic add ethyl esten 

[2R,4S] 4-[(3,5-Bis-trifluoromethyl-ben2yl).methoxycarbony|.amino]-2,6 J-trimethyl-3 4- 
dlhydro-2H-quinoline-1-carboxyllc add ethyl ester * 
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[2R,4S] 4-[(3.5-Bis-trifluoromethyl-benzyl)-methoxyrarbonyl-amino]-6J-diethy 
3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester; 

[2R.4S]4-K3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-6-eth^ 
3.4-dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2R.4SJ4-[{3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-arninol-2-me^ 
trifluorometbyl-3,4Klihydro-2H-quinoline-1-carboxylic add ethyl ester, 

[2R.4S] 4-[(3.5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino^^^ 6- 
trffluoromethyl-3,4-dihydro-2H-quindine-1-carboxyl^^ esten 



[2R, 4S] 4-[(3,5-bis-trifluoronriethyl-ben2yl)-methoxycarbonyl-amino]-2-methyl- 

2.3,4,6,7,8-hexahydro-cydopenta[g]quInoline-1-carboxyllc add ethyl ester; 

[6R, 8S] 8-{(3,5-bis-trifluoromethyl-ben2yf)-methoxycarbonyl-amino]-6-methyl-3,6,7,8- 
tetrahydro-1 H-2-thia-5-aza-cyclopenta[blnaphthalene-5-carboxyIic add 
ethylesten 

[6R. 8S1 8-t(3,5-bis-trifluoromethyl-beruyl)HrTiethoxycarbonyl-amino]-^ 
tetrahydrc>-2H-furo[2,3-g]quindlne-5-carboxyltoaa^^ 

(2R,4S]4-[(3,5-bis-trifluoromethyl-ben:^)-methoxyc»rbonyl^^ 

tetrahydro-2H-furoI3,4-g]quinoline-1-carboxyIic add ethyl ester, 

I2R,4S] 4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amlno]-2-^^ 
hexahydro-2H-benzo[g]quinoline-1-carbo)q4ic add propyl esten 

[7R.9S] 9-[(3,5-bis-trifiuorornethyl-benzyl)-methoxycarbonyl-aniino]-7HfTieft^ ,2,3,7,8,9- 
hexahydro-6-aza-cydopenta[a]naphthalene-6-carboxylic add ethyl ester; 

I6S,8R]6-[(3.5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-&- 

methyl-1.2,3,6,7,8-hexahydro-9-a2a-cydopenta[a]naphthalene-9- 
carboxylic add ethyl ester; 



[2S,4S]4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-arnino]-2- 

isopropyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylicadd 
isopropyl ester; 

l2S.4S]4-[(3,5-bis-trifluoromethyl-benzyl}-methoxycarbonyl-aminol-6-chlo^^ 
cydopropyl-3.4-dlhydro2H-quinoline-1-carboxylic add Isopropyl ester, 

[2S,4S12-^dopropyl-4-I(3,5-didilorc)-benzyl)-methoxycarbonyl-amm 
3,4-dihydro-2H-quino!ine-1 -carboxylic acid isopropyl ester; 

[2S,4S]4-[(3.5-bis-trifluoromethyl-ben2yl)-rnethoxycarbonyl-amino]-2-cydoprx)pyl-6- 
trlfluoromethyl-3,4-dihydro-2H-quino!ine-1 -carboxylic add tert-butyl esten 
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[2R,4R] 4-[(3,5-bis-trifluoromethyl-benzyl)- 

methoxycarbonyl-amino]-2-cyclopropyl-6-trifluoromethyl-3,4-di 
quinaline-1-carboxylic add isopropyl ester; 

[2S,4S]4-[(3,5-bis-trifluoromethyl-ben2yl).methoxycarbonyl-amino]-2-c^^ 

trifIuoromethyl-3,4-cllhydro-2H-qulnoline-1 -carbo)ylic acid isopropyl ester. 

[2S,4S14.[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbony^ 

trifluoromethyl-3.4-dihydro-2H-qulnoline-1-carboxylic add isopropyl ester, 

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-ammol-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add isopropyl esten 

[2S,4S]4-[(3,5-bis-trifIuoromethyl-benzyl)-methoxycarbonyl-amino]-2-rneft^ 

trifluoromethyl-3,4-dihydro-2H-quinollne-1-carboxynG add isopropyl ester. 

[2R.4S]4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-^^^ 

trifluoromethyl-3.4-dihydro-2H-quinoline-1-carboxylic add 2-hydroxy-ethyl esten 

[2S,4S] 4-((3,5-bis-trifluoromethyl-ben2yI)-methoxycarbonyl-amino]-2-cydopropyl^^ 
trifluoromethyl-3,4-dlhydro-2H-quinoline-1-carboxylic add ethyl ester; 

[2R,4S14-[(3.5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-2-eth^ 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add ethyl esten 

[2S,4S]4-[(3.5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amino]-2^^ 

trlfluoromethyl-3,4-dihydro-2H-qulnollne-1-carboxylic add propyl esten 

[2R.4S]4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amin 

trifluoromethyl-3,4-dihydro-2H-quinollne-1-carboxylfc add propyl ester. 



[2S.4S]4-[(3,5-bis-trifluoromethyl-benzylHormyl-amino]-2-cydopropy^^ 
3,4-dihydro-2H-quinollne-1-carboxylic add Isopropyl ester; 

{2S.4S]4-[(3.5-bis-trifluoromethyl-benzylHormyl-amino]-2-cydop 
3,4-dihydro-2H-quinoline-1-carboxylic add propyl esten 

[2S.4S]4-[acetyl-(3,5-bis.trlfluoromethyl-ben2yl).arnino]-2-cydo^^^ 
3,4-dihydro-2H-quinoline-1 -carboxylic add tert-butyl esten 

l2R.4S]4-[acetyl-(3.5-bis-trifluoromethyl-benzyl)-amino]-2-eth^ 
dihydro-2H-quinoline-1 -carboxylic add isopropyl esten 

[2R.4S] 4-[acetyK3,5-bis-trifluoromethyl4)en2yl).amlno]-2HTiethyl^ 4. 
dihydro-2H-qu!noline-1 -carboxylic add ethyl ester, ' 

[2S,4S] 4-[1 -(3,5-bis-trifluoromethyl-benzyl)-ureido]-2-cydopropyl-6-trifluoromethyl-3 4- 
dihydro-2H-quinoiine-1 -carboxylic add isopropyl esten 
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[2R.4S]4-[acetyl-(3,5-bis-trifiuoromethyl-ben2yl)-amino]-2-ethyl-^^ 

dihydro-2H-quinoline-1-carboxylic add ethyl ester; 
[2S,4S]4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino]-2-methoxyrnethyl-6- 

trifluoromethyl-3,4KJihydro-2H-quinoline-1-'Carboxylic acid isopropyl ester; 

[2S,4S]4-[acetyK3,5-bis-trifluoromethyl-benzyl)-amino]-2-cyclopropyl^^ 
3.4-dihydro-2H-quinoline-1 *carboxylic acid propyl ester; 

[2S,4S]4-[acetyl-{3,5-bis-trifluorometliyl-benzyl)-amino]-2-cyclopropyl-6-tri^ 
3,4-dlhydro-2H-qulnoline-1-carboxylic add ethyl esten 

I2R.4S]4-[(3.5-bis-trifluoromethyl-ben2ylHormy|.amino].2-ethyl-64rifiuoromett^ 
dihydro-2H-qulnoline-1 -carboxylic add isopropyl ester, 

[2R,4S]4-[(3,5-bls-trifl.uoromethyf-benzyl)-fon7iyl-amlno^ 
dihydro-2H-quinoline-1 -carboxylic add ethyl esten 

(2S.4S] 4-[acetyl-(3.5-bis-trifluoromethyl-ben2yl)-amino]-2-<yclopropyl-6^^ 
3,4-dihydro-2H-quinoline-1 -carboxylic add isopropyl ester; 

[2R,4S]4-[{3,5-bis-trifluoromethyl-benzyl)-formyl-amino^2-ethyl-6-tri^ 
dihydro-2H-quinoline-1 -carboxylic add ethyl ester; 

[2S,4S]4-[(3.5-bis-trifluoromethyl-benzylKormyI-aminol-2-cydop 
3,4-dihydro-2H-quinoline-1-carboxylic add ethyl ester; 

I2R.4S]4-[(3.5-bis-trifluoromethyl-benzylHormyl-amino]-2-methyW 
dlhydro-2H-quinoline-1-carbo)Q4ic add isopropyl esten 

(2R,4S]4-[acetyl-(3.5-bis-trifluoromethyl-ben2yl)-amino]-2-methyl-6-t^ 
dihydro-2H-quinoline-1-carboxylic add isopropyl ester. 



2-<ydopentyl-4-(4-fluorophenyl)-7J-dimethyl-3-(4-trifluoromethylben2oylH.6J,8 
tetrahydro-1 H-quinolin-5-ane; 

2-cydopentyl-4-(4-fluorophenyl)-7 J-dimethyl-3-(4-trifluoromethylbenzoyl)-7,8^ 
6H-quinolin-5-one; 

I2-cyclopentyl-4-{4-fluorophenyl)-5^iydroxy-77-dimethyl-5,67,8-tetra^^ 
(4-trifluoromethylphenyl)-methanone; 

[5-(t-butyldimethylsilanyloxy)-2-cydopentyl-4-{4-fluorophenyl)-77-dim^^ 
tetrahydroquinolin-3-ylJ-(4-trifluoromethylphenyl)-methanone; 

[5-(t-butyldimethylsilanyloxy)-2-cydopentyl-4-(4^flubrophenyl)-7J^JIrn^^ 
tetrahydroquinolin"3-yl]-(4-trifluoromethylphenyl)-methanol; 
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5-(t-butyldimethylsilanyloxy)-2-cyclopentyl-4-(4-fluorophenyl)-3-[fluoro-(4- 

trifluorometliylphenyl)-methyl]-7,7-dimethyl-5.6.7,8-tetrahydroquinoline; 

2-cydopenlyl-4-(4-fIuorophenyl^3-IfluoroK4-trlfluor^^ 

5,6,7,8-tetrahydroquinolin-5-ol; " . ' ' 



dimethyl 6.5=-dtthiobls[2-difluoromethyl-4-{2-methylpropyl)-6-(tr^ 
cansoxylate] 



2.4-dihydro^3-methoxyphenyl)-5-tridecyl-3H-1.2,4-triazole-3-thione; 

2,4-dihydro-4-{2-fluorophenjrt)-5-tiidecyl-3H-1,2,4-triazole-3-thto 

2.4^ihydro-4-(2-methylphenyl)-5-tridecyl-3H-1A4-tria2ole-3-thi^^ 

2.4^1ihydro-4-(3-chlorophenyl).5-tridecyl-3H-1^,4-tria20le-3-thto^ 

2, 4-dihydro-4-(2-methoxyphenyl)-5-tridecyl-3H-1^,4.triazole-3-thione: 

2,4-dihydro-4-(3-methylphenyl)-5-tridecyl-3H-1.2,4-tiiazole-3-t^^^^ 

4-cyclohe3q,i-2,4-dihydrD-5-trfcle<yl-3H-1.2,4-tri^ 

2,4-dihydro^(3-pyridyl)-5-trHlecy|-3H-1,2,4-tria2ole-3-thfo^^ 

2.4Klihydro-4-(2-ethoxyphenyl).5-tridecyl-3H-1 ,2.4-tria2ole-3-thione: 

2,4-clihydro-4-(2,6-dimethylphenyl)-5-tridecyl-3H-1 ,2,4-tria2ole-3-thione; 

2.4-dihydro-4-(4-phenoxyphenyl)-5-tride<^3H-1.2,4-trlazole-3-thione; 

4-(1,3-benzodioxDl-5-yl)-2.4-dihydro-5-tride(yl-3H-1,2,4-trlazol^ 

4-(2-chtoit)phenyl)-2,4-dihydro-5-tridecy|.3H-1,2.4-triazole^ 

2,4-dihydro-4-{4-methoxyphenyl)-5-tridecyl-3H-1,2,4-triazoIe-3-thione; 

2,4-dihydro-5-tridecyl-4-(3-trifliioromethylphenyl)-3H-1,2,4-triaz^^ 

2,4-dihydro.5*idecyl-4-(3-fluorophenyl)-3H-1,2,4-triazole-3-thlone; 

4-(3-chtoro^ethylphenyl>2.4-dlhydrc)-5-tiidecyl-3H-1,2.44ri 

2,4-dihydro-4-{2-methylthiophenyl)-5-tridecy|.3H-1,2>triazole-3-thione: 

4.(4-benzyloxyphenyl)-2.4-dihydro-5-tridecyl-3H-1,2,4-triazole-3-thione: 
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2,4-dihydro-4-(2-naphthyl)-5-tride(yl-3H-1.2,4-triazole-^^^^ 
2,4<lihydro-5-tridecyl-4-(4-trifluoromethylphenyl)-3H- 
2,4-dihydro-4-(1-naphthyl)-5-tridecyl-3H-1 .2,4-triazole-3-thione; 
2,4<Jihydro-4-(3-methylthiophenyl)-5-tride(yl-3H-1,2,4-triazole-3^^ 
2,4-dihydro-4-(4-methylthiophenyl)-5-tridecyl-3H-1 .2,4-triazole-3-thjone; 
2.4-dihydro-4-(3,4-dimethoxyphenyl^54ride^ .2,4-triazole-3-thione: 
2.4-dihydrc>4-(2,5-dimetho)cyphenyl)-5-tridecyl-3H-1 ,2,4-tria2ole-3-thione; 
2,4-dihydro-4-(2-methoxy-5-chlorophenyl)-5-tridecyl-3H-1,2,4-triazole-3^^^ 
4-(4-aminosulfonylphenyl)-2,4-dihydro-5-tridecyl-3H-1,2.^^ 
2.4-dihydro-5-dodecyl-4-(3HTiethoxyphenyl)-3H-1,2,4-triazol^^^ 
2,4-dihydro-4-(3-methoxyphenyl)"5-tetradecyl-3H-1 ,2.4-triazole-3-thlone; 
2,4-dihydrch4-(3-methoxyphenyl)-5-undecyl-3H-1 ,2,4-triazole-3-thione; 
2,4-dihydro-(4-methoxyphenyl)-5-pentade(yl-3H-1,2,4-triazole-3-th^^ 

2-cyclopentyl-5-hydroxy-7jHiimethyl-4-(3-thienyl)-3-(4-trifluorom 
tetrahydroquinoline; 

2-cydopentyl-3-[fluoro-(4-trifluoromethylphenyl)me%q^ 
thienyl)-5,6,7,8-tetrahydroquinoline; 

2-<ydopentyl-5-hydraxy-7J-dime%l-4-(34hi8nyl)-3-{trffl 
tetrahydroquinoline. 



4,6-bis-(p-fluorophenyl)-2-isopropyl-3.[(p-trrfluoromethylphenylHfl 
hydroxyethyl)pyridine; 

2Abis-(4-fluorophenyl)-6-isopropyI-5-(4-(trifluoromethylphenyl)-fluorom 
hydroxymethyl)pyridine; 

2.4-bis-(4-fluorophenyl)-6-lsopropyl-5-[2-(3-trifluoromethylphenyl)viny^ 
hydroxymethyOpyridine; 
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N,NHdithiodi-2.1-phenylene)bis[2,2-dimethyl-propanainide]; 

N,N'-{dithiodi-2,1-phenylene)bis[1-methyl-cyclohexanecarboxamide]; 

N,N4dithiodi.2.1-phenylene)bis[1-(3HTiethylbutyl)-cyclopentanecarboxamideJ; 

N.NHdithiodi.2.1-phenylene)bisI1-(3-methylbutyl)Kydohexanecarbo)ffi^ 

N.N4dithiodi-2.1.phenylene)bis[1-(2-ethylbutylHydohexanecarbox^ 

N.NHdithlodi-2J-phenylene)bis-tricyclo[3.3.1.1^'']decane-1-carboxamid^ 

pr^nethioic add. 2-methy|..S.I2ffi1-{2-ethylbutyl)(ydohexyJ]carbonytlaminoIpheny^ 

propanethiolcadd,2,2-dimethyl-, S-{2-[II1-(2- 
ethylbutyl)(yd()he)vOcarbonylJaminplphenyl] esten and 

ethanethfoicadd, S-I2-[ni-(2-ethylbutyl)cydohexyl]carbonyl]amlno]phenyJ] ester. 

10. A composition comprising: 

a compound wiiich is I2IR.4S] 4^(3.54)is.tiifluoiX)methyl-benzyl)HnethoxycarbonyJ- 
anrtinoh2.etliyl^trifluoromethyl-3.4-dihydro.2IHKjulnolin^^ add ethyl esten or a 

compound whidi Is I2R.4S1 4KacetyK3.54)is-trifluoraT»tliyt4)en2yl)^ino]-2-ethy^^^ 
trifiuoromethy^3.4^JihydrD-2l^^uindine-1-carboxylicadd isppropyi ester; or a compound 
whidi Is [2R. 4S] 4^(3.5-Bis-trifluoromethyl-benzylHnethoxycart)ony|.amlno]-2-ethyl-6r 
trifluoromethyl-3.4-dihydro-2HKjuinoline-1-carboxylicadd isopropyl esten 

a cosolvent; 

a high HLB surfactant; 
a low HLB surfactant; and 
optionally, a d^estible dl. 

1 1 . A composition as claimed in daim 1 0. wherein 

said cosolvent comprises triacetin or ethyl lactate; 
said high HLB surfactant comprises polysorbate 80 or a polyethylene 
hydrogenated castor oil; 

said low HLB surfactant comprises a mixture of mono- and diglyoerides of capric 
and caprylic adds; 
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said digestible oil comprises a medium chain triglyceride, wherein each of the 
three hydrocarbon chains therein is C6-C12. 

12. A composition as claimed in daim 1 1 , which comprises, by weight: 

5 -25% of said CETP inhibiton 
10-25% of said digestible oil; 
20-35% of said cosolvent: 
1 0-35% of said high HLB surfactant; and 
1 0-35% of said low HLB surfactant; 

13. A composition as daimed in daim 10, which comprises, by weight 

8-12% of t2R^4S] 4-[(3,5-bis-trifluoromethyl-ben2yl)-methoxycarbonyl-amlno]-2- 
/ ethyl-6-trifluoromethyl-3,4Klihydro-2H-quinoline-1-carboxylic add ethyl ester 

10-20% of said digestible oil; 
25-35% of said cosolvent which is triacetin: 
1 0-30% of said high HLB surfactant which is poiysorbate 80; and 
1 5-35% of said bw HLB surfactant 

14. A composition as daimed in daim 10, which comprises, by weight: 

8-25% of [2R, 4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycartDonyl-aminol-2- 
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add isopropyl ester, 
10-25% of digestible oil; 

20-35% of said cosolvent which comprises triacetin; 
10-30% of said high HLB surfactant which comprises polysort>ate 80; and 
15-35% of said low HLB surfactant which comprises a mbcture of medium chain 
mono- and di-glycerides. 

15. A composition as claimed in daim 43, which comprises, by weight 

8-12% of [2R,4S] 4-[acetyl-(3,5-bis-trifluoromethyl-ben2yl)-amino]-2-ethyl-6- 
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic add isopropyl ester, 
1 0-20% of said digestible oil; 
25-35% of said cosolvent which comprises triacetin; 
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10-30% of said high HLB surfadant virtiich comprises a polyeft^^^^ 
hydrogenated castor oil; 

1 5-35% of said low HIB surfactant which comprises a mixture of medium 'chain 
mono- and cli-glycerides. 
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Claims Nos.: 1-7; 8-15 (partially) 



Present claims 1-7 relate to an extremely large number of possible 
compounds and products. Support within the meaning of Article 6 PCT 
and/or disclosure within the meaning of Article 5 PCT is to be found 
however, for only a very small proportion of the compounds/products * 
Claimed. In the present case, the claims so lack support, and the 
application so lacks disclosure, that a meaningful search over the whole 
Of the claimed scope Is Impossible. Consequently, the search has been 
carried out for those parts of the claims which appear to be supported 
and disclosed, namely those parts relating to the compositions comprising 
the compounds defined in claims 8-10 in combination with the surfactants 
mentioned in claims 5-6, since their definition by "high HLB" or "low 
HLB" Is unclear. 

The applicant's attention is drawn to the fact that claims, or parts of 
Claims, relating to inventions in respect of which no International 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure 
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an extent that no meaningful International Search can be carried cut, speciflcdUy: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. Q Claims IMoaj 

because they are dependent claims and are not drafted In accordance with the second and third sentences oi Rule 6.4(a). 
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searchable claims. 

2. [_] As an searchable claims could be searched without effort Justttytng an addiaonal fae, iMs Authority did not Invite payment 
— ofanyaddtlonalfee. 



3. I I As only some of the requlfed additional search tees W6F8 timely paid by the applicant, this Inte^ 
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4. I I No required additional search fees were timely paid by the applicant Consequently. Ihls Intamalionai Search Report is 

restricted to the invention first mentioned in the dalros; it is covered by claims Nos.: 
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Form PCT/ISA/210 (continuafion of first sheet (1)) (July 1G98) 



INTERNATIONAL SEARCH REPORT 


lntei..w.^jnai Applicatton no 
PCT/IB 02/01571 


Patent document 
dted In search report 


Publication 
data 


Patent family 
meniberts) 


Publicatlon 
date 



wo 0018723 A 06-04-2000 AU 6161099 A 17-04-2000 



CA 2345108 Al 06-04-2000 

EP 1115694 Al 18-07-2001 

JP 2002525350 T 13-08-2002 

MO 0018723 Al 06-04-2000 



WO 9914204 


A 


25- 


-03-1999 


AU 


9297798 A 


05-04-1999 










UO 


9914204 Al 


25-03-1999 


WO 9941237 


A 


19- 


-08-1999 


AU 


3285499 A 


30-08-1999 










UO 


9941237 Al 


19-08-1999 


DE 19741399 


A 


25- 


■03-1999 


DE 


19741399 Al 


25-03-1999 










AU 


9537098 A 


12-04-1999 










WO 


9915504 Al 


01-04-1999 










EP 


1017677 Al 


12-07-2000 










JP 


2001517655 T 


09-10-2001 










US 


2002165252 Al 


07-11-2002 


1 








US 


6291477 Bl 


18-09-2001 










US 


2002042515 Al 


11-04-2002 



EP 1020439 



19-07-2000 



OP 


2894445 


B2 


24-05-1999 


JP 


11049743 


A 


23-02-1999 


AU 


728979 


B2 


25-01-2001 


AU 


5781898 


A 


08-09-1998 


BR 


9807222 


A 


23-05-2000 


EP 


1020439 


Al 


19-07-2000 


HU 


0002483 


A2 


28-05-2001 


NO 


993869 


A 


23-09-1999 


NZ 


337122 


A 


23-02-2001 


SK 


109599 


A3 


16-05-2000 


US 


6426365 


Bl 


30-07-2002 


CN 


1252053 


T 


03-05-2000 


UO 


9835937 


Al 


20-08-1998 


JP 


3290962 


B2 


10-06-2002 


JP 


11222428 


A 


17-08-1999 


RU 


2188631 


C2 


10-09-2002 


ZA 


9801119 


A 


24-08-1998 


TR 


9901932 


T2 


21-05-2000 



UO 0140190 


A 


07-06-2001 


AU 


1048801 A 


12-06-2001 








BR 


0015836 A 


06-08-2002 








EP 


1246804 Al 


09-10-2002 








WO 


0140190 Al 


07-06-2001 








NO 


20022558 A 


29-05-2002 








TR 


200201446 T2 


21-11-2002 


UO 0017164 


A 


30-03-2000 


AU 


752565 B2 


19-09-2002 








AU 


5440199 A 


10-04-2000 








BG 


105428 A 


31-01-2002 








BR 


9913810 A 


19-06-2001 








CA 


2344350 Al 


30-03-2000 








CN 


1318058 T 


17-10-2001 








CZ 


20010955 A3 


12-12-2001 








EE 


200100166 A 


17-06-2002 








EP 


1114031 Al 


11-07-2001 








HR 


20010201 Al 


30-04-2002 








HU 


0103506 A2 


28-01-2002 



Fofm PCT/ISA.'210 (potent family amsx) (JuV 10S2} 



page 1 of 2 



t 



INTERNATIONAL SEARCH REPORT 




mtei iMtlonal AppltcaOon No 










PCT/IB 02/01571 


Patent document 


Publication 




Patent famlty 


Publication 


dted in search report 


date 




member(s) 




dale 


WO 0017164 A 




UO 


0017164 Al 


30-03-2000 






-IP 


2002526475 T 


20-08-2002 






wu 


20011350 A 


09-05-2001 








509840 A 


26-11-2002 






PI 
r i. 


347099 Al 


25-03-2002 






SK 


3542001 A3 


04-06-2002 






TR 


200100768 T2 


23-07-2001 






lie 


6197786 Bl 


06-03-2001 




XC UH C^UXjU 


Di\ 


9904162 A 


12-09-2000 






CP 

tr 


0992496 Al 


12-04-2000 






IP 

ur 


2000095764 A 


04-04-2000 






lie 


6147089 A 


14-11-2000 






MC 


6310075 Bl 


30-10-2001 


lAiu uui/ios> n 




All 

AU 


747715 B2 


23-05-2002 






All 

AU 


5440399 A 


10-04-2000 






DA 
DU 


105429 A 


31-12-2001 






D D 

dK 


9913855 A 


24-07-2001 






A 

CA 


2344248 Al 


30-03-2000 






CN 


1318057 T 


17-10-2001 






cz 


20010954 A3 


12-12-2001 






EE 


200100167 A 


17-06-2002 






EP 


1114032 Al 


11-07-2001 






HR 


20010200 Al 


30-04-2002 






HU 


0103512 A2 








UO 


0017165 Al 


30-03-2000 






OP 


2002526476 T 


£U— Uo— tUUfc 






NO 


20011349 A 


14-05-2001 






NZ 


■ 509837 A 


26-11-2002 






PL 


346830 Al 


25-02-2002 






SK 


3532001 A3 


03-12-2001 






TR 


200100780 T2 


23-07-2001 






US 


6140343 A 


31-10-2000 






US 


6489478 Bl 


03-12-2002 


US 5993858 A 


30-11-1999 


NONE 











f=oini PCT/I8A/210 (palenl lamiV amot) (JUly 1392> 



page 2 of 2 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 



Defects in the images include but are not limited to the items checked: 




BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents wUl not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



